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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

******* STN Columbus ********: 
FILE 'HOME' ENTERED AT 14:58:43 ON 27 AUG 2008 

=> file reg 

Uploading C:\Program Files\Stnexp\Queries\10572914 . str 




chain nodes : 

11 12 13 14 15 16 19 20 22 23 28 
ring nodes : 

123456789 10 
ring/chain nodes : 
17 21 
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chain bonds : 

1-28 2-20 7-14 8-11 11-12 11-13 12-15 12-16 14-17 14-19 20-21 22-23 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 4-7 5-6 5-10 7-8 8-9 9-10 
exact/norm bonds : 

1-28 2-20 7-14 11-12 11-13 14-17 14-19 20-21 22-23 

exact bonds : 

8-11 12-15 12-16 

normalized bonds : 

1-2 1-6 2-3 3-4 4-5 4-7 5-6 5-10 7-8 8-9 9-10 
isolated ring systems : 
containing 1 : 



Gl:H,Ak 
G2:S02, [*l-*2] 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 
llrCLASS 12:CLASS 13:CLASS 14:CLASS 
20:CLASS 21:CLASS 22:CLASS 23:CLASS 



6: Atom 7: Atom 8: Atom 9: Atom 10: Atom 
15:CLASS 16:CLASS 17:CLASS 19:CLASS 
28: CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 




Gl H,Ak 

G2 S02, [@l-@2] 



Structure attributes must be viewed using STN Express query preparation. 
=> s 11 full 
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L3 208 SEA SSS FUL LI 

=> file ca 



L4 



2 L3 



=> d ibib abs fhitstr 102 

2 ANSWERS ARE AVAILABLE. SPECIFIED ANSWER NUMBER EXCEEDS ANSWER SET SIZE 
The answer numbers requested are not in the answer set. 
ENTER ANSWER NUMBER OR RANGE (l):l-2 



CA 



L4 ANSWER 1 OF 2 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



COPYRIGHT 2008 ACS on STN 
142:373698 CA 

Preparation of 4-aminoquinoline-3-carboxamide 
derivatives as PDE4 inhibitors 

Edlin, Christopher D.; Eldred, Colin David; Keeling, 

Steven Philip; Lunniss, Christopher James; Redfern, 

Tracy Jane; Redgrave, Alison Judith; Woodrow, Michael 

Glaxo Group Limited, UK 

PCT Int. Appl., 63 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


2005030212 




Al 




20050407 




WO 2004- 


-EPIO: 


844 






20040923 




W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ 


, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI 


, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR 


, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ 


, NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


VC, 


VN, 


YU, 


ZA 


, ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM 


, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ 


, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT 


, RO, SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML 


, MR, NE, 




SN, 


TO, 


TG 


























EP 


1673086 






Al 




20060628 




EP 2004- 


-765656 






20040923 


EP 


1673086 






Bl 




2008 


0123 




















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE 


, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK 


, HR 


JP 


2007506703 




T 




20070322 




JP 2006- 


-527374 






20040923 


AT 


384530 






T 




2008 


10215 




AT 2004- 


-765656 






20040923 


ES 


2298806 






T3 




2008 


0516 




ES 2004- 


-765656 






20040923 


US 


20080096 


884 




Al 




2008 


0424 




US 2007- 


-572914 






20070206 



PRIORITY APPLN. INFO.: 



OTHER SOURCE (S) : 



GB 2003-22722 
WO 2004-EP10844 
CASREACT 142:373698; MARPAT 142:373698 



20030927 
20040923 
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OMe 




AB The title compds. I [Rl = (un) substituted aryl, heteroaryl, heterocyclyl, 
etc.; R2 = H, alkyl; R3 = H, alkyl, cycloalkyl, etc.; R4 = H, alkyl; or 
NR3R4 = (un) substituted heterocyclyl; R5 = H, alkyl; R5 = H, alkyl, 
alkoxy, etc. J which are inhibitors of phosphodiesterase type IV (PDE4) and 
are of use in the treatment of inflammatory and/or allergic diseases, were 
prepared Thus, reacting 4-chloro-5- { 1-piper idinylsulf onyl ) -3- 
quinolinecarboxamide (preparation given) with 3-methoxyaniline afforded II. 
The exemplified compds. I inhibit the catalytic activity at PDE4B (human 
recombinant) enzyme with pICSO's in the range 7.5-10.8. The 
pharmaceutical compns. comprising the compound I are disclosed. 

IT 849591-19-lP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of 4-aminoquinoline-3-carboxamides as PDE4 inhibitors) 
RN 849591-19-1 CA 

CN 3-Quinolinecarboxamide, 4- [ (3-methoxyphenyl) amino] -6- (l- 
piperidinYlsulf onyl ) - (CA INDEX NAME) 
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REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 2 OF 2 CA 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



COPYRIGHT 2008 ACS on STN 
142:355178 CA 

Preparation of aminocarbonylquinoline derivatives as 

phosphodiesterase type IV (PDE4) inhibitors 

Edlin, Christopher; Eldred, Colin David; Lunniss, 

Christopher James; Redgrave, Alison Judith; Robinson, 

John Edward; Woodrow, Michael 

Glaxo Group Limited, UK 

PCT Int. Appl., 69 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



WO 


2005030725 




Al 




20050407 




WO 2004- 


■GB4106 






20040927 




W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ 


, CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI 


, GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR 


, KZ, LC, 




LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ 


, NA, NI, 




NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK 


, SL, SY, 




TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA 


, ZM, ZW 




RW: BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


sz. 


TZ, 


UG, 


ZM 


, ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ 


, DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT 


, RO, SE, 




SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML 


, MR, NE, 




SN, 


TD, 


TG 


























EP 


1673345 






Al 




2006 


0628 




EP 2004- 


-768649 






20040927 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE 


, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, 


SK, HR 


JP 


2007506717 




T 




20070322 




JP 2006- 


■5274E 


13 






20040927 


US 


20070191426 




Al 




20070816 




US 2007- 


■572913 






20070206 


PRIORITY APPLN. 


INFO 














GB 2003- 


■22726 




A 


20030927 




















WO 2004- 


■GB4106 




W 


20040927 



OTHER SOURCE (S) : 



CASREACT 142:355178; MARPAT 142:355178 
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AB Title compds. I [Rl = (un) substituted-aryl, -heteroaryl, cycloalkyl, etc.; 
R2 = H, alkyl; R3 = H, (un ) substituted alkyl, cycloalkyl, etc.; R4 = H, 
alkyl; or R3 and R4 together = (un) substituted N-heterocycle ; R5 = H, 
alkyl; R6 = H, alkoxy, CI, etc.] and their pharmaceutically acceptable 
salts, are prepared and disclosed as inhibitors of phosphodiesterase type IV 
(PDE4) . Thus, e.g., II was prepared by amidation of 3- (aminocarbonyl) -4-{ [3- 
(methyloxy) phenyl ] amino } -6-quinolinecarboxylic acid (preparation given) with 
morpholine. The inhibition capability of I was evaluated in radioactive 
Scintillation Proximity Assay (SPA) and revealed that selected compds. of 
the invention possessed pIC50 values in the range of 6.3-9.5. I as PDE4 
inhibitors should prove useful in the treatment of inflammatory and 
allergic diseases. 

IT 849124-91-OP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of aminocarbonylquinoline derivs. as phosphodiesterase type IV 
(PDE4) inhibitors) 
RN 849124-91-0 CA 

ON 3-Quinolinecarboxamide, 4- [ (3-methoxyphenyl) amino] -6- (4- 
morpholinylcarbonyl)- (CA INDEX NAME) 
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MeO 

REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> s 11 full 

FULL SEARCH INITIATED 14:59:50 FILE 

FULL SCREEN SEARCH COMPLETED - 9 

100.0% PROCESSED 9902 ITERATIONS 

SEARCH TIME: 00.00.07 



MARPAT ' 

i02 TO ITERATE 



131 ANSWERS 



131 SEA SSS FUL LI 



L5 ANSWER 1 OF 131 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



MARPAT COPYRIGHT 2008 ACS on STN 
149:128754 MARPAT 

Preparation of 8-hydroxyquinolines for treatment of 
neurological conditions 

Barnham, Kevin Jeffrey; Gautier, Elisabeth Colette 

Louise; Kok, Gaik Beng; Krippner, Guy 

Australia 

U.S. Pat. Appl. Publ., 120pp., Cont.-in-part of U.S. 
Ser. No. 521,902. 

CODEN: USXXCO 
Patent 
English 



PATENT NO. 



US 20080161353 

WO 2004007461 



KIND DATE 



APPLICATION NO. DATE 



20080703 

20040122 



US 2007-901941 
WO 2003-AU914 



20070919 

20030716 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


vc. 


VN, 


YU, 


ZA, 


ZM, 


ZW 








GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 
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KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 
FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 



BF, BJ, CF, 

US 20060089380 A 
IN 2006KO01346 A 
PRIORITY APPLN. INFO.: 



CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

20060427 US 2005-521902 20050810 

20070720 IN 2006-KO1346 20061211 

AU 2002-950217 20020716 

WO 2003-AU914 20030716 

US 2005-521902 20050810 

IN 2005-KN166 20050210 




The title compds. with general formula I [wherein R2 = (un) substituted 
alkyl, alkenyl, aryl, heterocyclyl, etc.; R, Rl, and R3 = independently H, 
OH, cyano, (un) substituted alkyl, etc., with the proviso that when R and 
Rl are H and R2 is COOH or CO-OMe, then R3 is not OH.] or pharmaceutically 
acceptable salts, hydrates, or solvates thereof were prepared for the 
treatment of a neurol. conditions. For example, 5, 7-dichloro-8- 
hydroxyquinoline-2-carboxylic acid (preparation given), 
dicyclohexylcarbodiimide, 1-hydroxybenzotr iazole hydrate, histamine 
dihydrochloride, and Et3N were stirred in DMF/CH2C12 to give 34% 
5 , 7-dichloro-8-hydroxyquinoline-2-carboxylic acid [ 2- ( lH-imidazol-4- 
yl) ethyl] amide (PBT 1038). This inhibited metal-mediated lipoprotein 
oxidation with IC50 value of 0.26 (iM. 




G14 = C0NH2 (opt. substd.) / 62 



g^— s- 
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Patent location: claim 1 

Note: also incorporates broader disclosure 

Note: or pharmaceutically acceptable salts, hydrates, or 

solvates 



ANSWER 2 OF 131 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



149:121791 MARPAT 

Sox peptide-based sensor for detecting protein kinase 
activity using chelation-enhanced fluorescence 
Imperiali, Barbara; Lukovic, Elvedin; Carrico-Moniz, 

Dora 

Massachusetts Institute of Technology, USA 



PCT Int. Appl. 
CODEN: PIXXD2 
Patent 
English 



36pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



)82715 


A2 


2008 


0710 




WO 2007-US76959 


20070828 






AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BH, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CO, 


CZ, 


DE, 


DK, 


DM, 


DO, 


DZ, 


EC, 


EE, 


EG, 


ES, 


PI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, 


MD, 


ME, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 


RU, 


sc. 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


sv. 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


ZA, 


ZM, 


zw 










AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


zw. 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 





















US 20080050761 
PRIORITY APPLN. INFO 



20080228 



US 2006-511050 20060828 
US 2006-511050 20060828 
The present invention provides sensors to monitor protein kinase activity 

continuously with a fluorescent read-out. The invention provides 
metal-binding compds . (Sox peptide) that exhibit chelation-enhanced 
fluorescence upon binding to Mg2+. The invention further provide peptidyl 
sensors which include a metal-binding peptide and one or two kinase 
recognition sequences with a hydroxyamino acid that can be phosphorylated 
in the presence of a kinase. The sensor peptides are synthesized via standan 
solid-phase peptide synthesis based on the optimal PKC peptide substrate 
and the activities of PKC isoenzymes were determined 
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G6 
G7 



: NH2 

: 30 / 144 



G8 = 120 / 125 



G12 = NH 

013 = cycloalkyl <containing 3-6 C> (opt. substd.) 
G16 = NH2 / 92 



Patent location: 
Note: 



claim 1 

substitution is restricted 



ANSWER 3 OF 131 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



149:104680 MARPAT 

Novel thiazolidine compounds as cannabinoid recept( 
ligands and uses thereof 

Carroll, William A.; Dart, Michael J.; Li, Tongmei 
Perez-Medrano, Arturo V.; Peddi, Sridhar 
Abbott Laboratories, USA 
U.S. Pat. Appl. Publ., 40pp. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 
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10/572,913 



US 200E 


0153 


883 


Al 


2008 


0626 




US 2007-954956 


20071212 






WO 200E 


0796 


87 


Al 


2008 


0703 




WO 2007-US87175 


20071212 






W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BH, 


BR, 


BW, 


BY, 


BZ, 


CA, 




CH, 


ON, 


CO, 


CR, 


cu. 


CZ, 


DE, 


DK, 


DM, 


DO, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 




GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 




KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, 


MD, 


ME, 




MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 




PT, 


RO, 


RS, 


RU, 


sc. 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 




TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


uz. 


VC, 


VN, 


ZA, 


ZM, 


ZW 










RW 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 




GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 




BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




















PRIORITY APPLN. 


INFO 












US 2006-8 


76604P 


20061222 







N^Rl 



AB The present invention relates to thiazolidinylidene containing compds . I [Rl = 
Ph (substituted with 1 to 5 R j ) , naphthyl, cycloalkly, heterocyclyl, 
2-Rg-pyridin-3-yl, quinolin-8-yl, benzof uran-5-yl, benzothien-5-yl ; R2 = 
alkyl, alkoxy- (C2-6-alkylene) , alkoxyalkoxy- (C2-6-alkylene) , alkenyl, 
alkynyl, arylalkyl, cycloalklyalkyl, cycloalkoxyalkyl , 
(cycloalkylalkoxy) alkyl, cyanoalkyl, nitroalkyl, haloalkyl, 
haloalkoxyalkyl, heteroarylalkyl, heterocycloalkyl , 
(heterocyclyloxy) alkyl, hydroxyalkyl, etc. ; R3 , R4 = H, alkyl, 
cycloalkyl, haloalkly, heterocyclyl, hydroxyalkyl; CR3R4 = monocyclic 
cycloalkyl or heterocyclic ring, whereby the heterocycle contains at least 
one oxygen; R5, R6 = H, alkyl, aryl, cycloalkyl, haloalkly, heteroaryl, 
heterocyclyl, hydroxyalkyl; CR5R6 = monocyclic cycloalkyl or heterocyclic 
ring; R3C-CR5 = monocyclic cycloalkyl or heterocyclyl ring provided that 
the heterocycle is saturated and contains at least one oxygen; R j , Rg = 
alkenyl, alkoxy, alkoxyalkoxy, alkoxyalkoxyalkyl , alkoxyalkyl, 
alkoxycarbonyl, alkoxycarbonylalkyl, etc.; X = S, 0] or a pharmaceutically 
acceptable salt thereof, compns. comprising such compds., and methods of 
treating conditions and disorders using such compds. and compns. Thus, 
thiazolidinylidene (Z)-I [Rl = 2-methoxy-5-chlorophenyl ; R2 = CH2CH20Me, 
R3 = R4 = H, R5 = R6 = Me; X = S] was prepared from 5-Cl-2-MeOC6H4C02H via 
amidation with 5, 5-dimethyl-4, 5-dihydro-l, 3-thiazolyl-2-amine 
hydrochloride in THF containing HOBt and Et3N and N-alkylation with 
BrCH2CH20Me in THF/DMF containing NaH. The cannabinoid receptor activity of 
thiazolidinylidenes I was tested [Ki < 1000 nM vs. CB2 receptor and Ki = 
10 to 1000 fold higher vs. CBl receptor]. 
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: 109 / 114 



i5^o)-o 



Patent location: 
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claim 1 

or pharmaceutically acceptable salts 
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PRIORITY APPLN. INFO.: US 2006-861409P 20061128 

AB The present invention relates to controlled-release beads comprising 

diquinoline-substituted piperazine-piperidine compds . , such as 5-fluoro-8- 
[ 4- [ 4- ( 6-methoxyquinolin-8-yl ) piper azin-l-yl ] piper idin-l-yl ] quinoline, or 
pharmaceutically acceptable salts thereof; to multiple particulate 
formulations comprising such beads; to methods of preparing such beads; and 
to methods of treating 5-HTlA-related disorders using such beads and/or 
multiple particulate formulations. Thus, beads were prepared containing sugar 
spheres coated with 5-f luoro-8- [ 4- [ 4- ( 6-methoxyquinolin-8-yl ) piperazin-1- 
yl] piperidin-l-yl ] quinoline trisuccinate, Opadry Clear II, and Surelease 
with or without citric acid. The dissoln. of active agent was enhanced in 
the presence of citric acid. 

MSTR 1 




QIC p—<^ ^- 
Gl Gl G9 Gl Gl Gl iGl 



51 / 64 
618-G5 



^ alkyl <containing 1-6 C> 

(opt. substd. by 1 or more G2) 
: NH2 / 66 



S02 / C(0) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to chemical compds . of formula I (wherein one of Rl and 
R2 is selected from Cl-6alkyl, C2-6alkenyl, etc. and the other Rl or R2 is 
H, halo, etc.; R3 is H or halo; R4 is halo, nitro, cyano, etc.; and n = 
0-3) or pharmaceutically acceptable salts thereof which possess CSF IR 
kinase inhibitory activity and are accordingly useful for their anticancer 
activity and thus in methods of treatment of the human or animal body. 
The invention also relates to processes for the manufacture of said chemical 
compds., to pharmaceutical compns. containing them and to their use in the 
manufacture of medicaments of use in the production of an anti cancer effect 

in a 

warm blooded animal such as man. Example compound 11, prepared from the 
corresponding tert-Bu carbamate III (preparation given), had an IC50 of 0.002 
(xM in an in vitro AlphaScreen assay that measures phosphorylation of a 
CSF-IR substrate. 

MSTR lA 
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■■ carbon chain <containing 1-6 C, 

0 or more double bonds, 0 or more triple bonds> 

(opt. substd. by G5) 
: 113 



G26 = 77-69 78-80 81-89 
/G35 



03 0 = NH2 
G34 = NH2 
G35 = 90 



9?^°>- 



318-108 320-314 321-315 316-226 



320|p21j3;L6 

318 



Patent location: claim 1 

Note: substitution is restricted 

Note: S-oxides 

Note: or pharmaceutically acceptable salts 

Note: also incorporates claim 8, formulas IV, V, VI, 
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PRIORITY APPLN. INFO.: US 2006-511050 20060828 

AB The present invention provides sensors to monitor protein kinase activity 
continuously with a fluorescent read-out. The invention provides 
metal-binding compds . (Sox peptide) that exhibit chelation-enhanced 
fluorescence upon binding to Mg2+. The invention further provide peptidyl 
sensors which include a metal-binding peptide and at least one kinase 
recognition sequence with a hydroxyamino acid that can be phosphorylated 
in the presence of a kinase. The sensor peptides are synthesized via standard 
solid-phase peptide synthesis based on the optimal PKC peptide substrate 
and the activities of PKC isoenzymes were determined 
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G12 = NH 

G13 = cycloalkyl <containing 3-6 C> (opt. substd.) 

G16 = NH2 / 92 
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The present invention relates to protein kinase sensors comprising a 
metal-chelating quinoline attached to a fluorophore and an amino acid. 
The invention also relates to methods of using these protein kinase 
sensors as well as kits comprising the protein kinase sensors. 



■■ NH (opt. substd. ) 

^78 / C0NH2 (opt. substd.) / S02NH2 (opt. substd.) 



Gil = acyl 
Patent location: 
Note: 

Stereochemistry: 
REFERENCE COUNT: 
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or stereoisomers 
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AB The invention relates to substituted 3-azabicyclo [3 . 1 . 0 ] hexane derivs., 
which are useful as vanilloid receptor ligands, methods of treating 
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diseases, conditions and/or disorders modulated by vanilloid receptors 
with them, and processes for preparing them. Compds . of formula I wherein X 
is 0 and S; Rl is quinolinyl, isoquinolinyl, 2-oxodihydroquinolinyl , and 
1-oxodihydroisoquinolinyl ; R2 and R3 are independently H, OH, and Cl-6 
alkyl; R4 and R5 are independently H, halo and alkyl; R4R5 taken together 
to form =0 and =S; R6 is H, N02, CN, CHO, Ac, halo, OH and derivs., SH and 
derivs., (un) substituted alkyl, ( un ) substituted (hetero) aryl, etc.; and 
their prodrugs, pharmaceutically acceptable salts, N-oxides, esters, 
solvates, tautomers, stereoisomers and polymorphs thereof, are claimed. 
Example compound II was prepared by a general procedure (procedure given) . 
All the invention compds. were evaluated for their TRPVl inhibitory 
activity (data given) . 
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atoms, 1 or more heteroatoms, 1 or more N, zero or more 0, 
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attached through 1 or more N> (opt. substd.) 
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AB The invention discloses therapeutic agents, formulations comprising them, 
and their use in the treatment, amelioration and/or prophylaxis of glioma 
brain tumors and related conditions. The therapeutic agent comprises two 
fused 6-membered rings with at least a nitrogen at position 1 and a 
hydroxyl at position 8. 



Page 21 



G5 ^ 



20-2 19-4 23-37 



2 0 



J 

19^V^3 



38 / 50 
^^12-G13 

S02NH2 (opt. substd.) 



G7 
G8 
G12 
G13 



= cycloalkyl <containing 3-6 C> (opt. substd. 
= C(0) 



Patent location: 

Note: 

Note: 



REFERENCE COUNT: 



claim 1 

substitution is restricted 

and salts, hydrates, solvates, derivatives, 
prodrugs, tautomers and isomers 

THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 10 OF 131 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



148:55103 MARPAT 

Process for preparation of 8-piperazinyl-quinoline 
derivatives 

Liu, Weiguo; Dragan, Vladimir; Strong, Henry Lee; Wu, 



Page 22 



10/572,913 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Yanzhong; Wen, Zhixin; Liang, Jessica Kangping; 
Durutlic, Haris; Sutherland, Karen Wiggins; Pilcher, 

Anthony Scott 

Wyeth, John, and Brother Ltd., USA 

PCT Int. Appl., 98pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



WO 2007146072 
WO 2007146072 



AE, AG, AL, 

CH, CN, CO, 

GB, GO, GE, 

KM, KN, KP, 



2 20071221 

3 20080529 
AM, AT, AU, 
CR, CU, CZ, 
GH, GM, GT, 
KR, KZ, LA, 

MG, MK, MN, MW, MX, MY, 
PT, RO, RS, RU, SC, SD, 
TR, TT, TZ, UA, UG, US, 
RW: AT, BE, BG, CH, CY, CZ, 
IS, IT, LT, LU, LV, MC, 
BJ, CF, CG, CI, CM, GA, 
GH, GM, KE, LS, MW, MZ, 
BY, KG, KZ, MD, RU, TJ, 
20080306 



APPLICATION NO. DATE 



WO 2007-US13433 20070607 



US 20080058523 
PRIORITY APPLN. INFO 
OTHER SOURCE (S) : 



CAS REACT 148 



AZ, BA, BB, BG, 

DE, DK, DM, DO, 

HN, HR, HU, ID, 

LC, LK, LR, LS, 

MZ, NA, NG, NI, 

SE, SG, SK, SL, 

UZ, VC, VN, ZA, 

DE, DK, EE, ES, 

MT, NL, PL, PT, 

GN, GQ, GW, ML, 

NA, SD, SL, SZ, 

TM, AP, EA, EP, 
US 2007-8 
US 2006-8 

:55103 



BH, BR, 

DZ, EC, 

IL, IN, 

LT, LU, 

NO, NZ, 

SM, SV, 

ZM, ZW 

FI, FR, 

RO, SE, 

MR, NE, 

TZ, UG, 
OA 
11328 
12148P 



BW, BY, BZ, CA, 

EE, EG, ES, FI, 

IS, JP, KE, KG, 

LY, MA, MD, ME, 

OM, PG, PH, PL, 

SY, TJ, TM, TN, 

GB, GR, HU, IE, 

SI, SK, TR, BF, 

SN, TD, TG, BW, 

ZM, ZW, AM, AZ, 

20070607 
20060609 




AB The present invention relates to processes for the preparation of 

8-piperazinyl-quinoline derivs. with general formula I [wherein Rl - R6 = 
independently H, alkyl, alkenyl, halo, etc; R7 and R8 = independently H or 
CH3] or pharmaceutically acceptable salts thereof as 5-hydroxytryptamine 
receptor lA (5-HTlA) binding agents, particularly as 5-HTlA receptor 
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antagonists or agonists. For example, 6-methoxy-8- ( 1- 

piperazinyl ) quinoline (preparation given) was condensed with 

1- ( 5-f luoroquinolin-8-yl ) piperidin-4-one (preparation given) in presence of 

sodium triacetoxyborohydride in toluene at about 30 °C to give II 

as a product, which was further transformed to the tri-succinate salt 

thereof. Advantageously, the title processes allow for safer and 

environmentally tolerant production of these useful compds . 
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AB The present invention relates to compds . that interact with ion channels. 
In particular, the invention relates to compds. I or II [n, m = 0-4; Zl = 
C(0), C(S), 802; LI = (un) substituted alkylene, cycloalkylene. 



Page 25 



10/572,913 



cycloalkylenoxyalkylene; XI = 0 or S; X2 = CR4 or N; X3 = CRl or N; X4 = 
CRl or N; Rl = H, halo, OH, etc.; R2 = H, halo, OH, etc.; R3 = H, alkyl, 
aryl, etc.; R4 = H, halo, NH2, etc.; with the provisos]. Sixty-two 
specific title compds . such as III were prepared and/or claimed. The 
exemplified title compds. were tested in patch clamp assays (for example, 
III showed above 50% inhibition on Kv4 . 3-mediated potassium channel). The 
invention also relates to methods for preparing said compds. I (general 
protocols and schemes were given), to pharmaceutical compns. comprising 
said compds., and to the use of said compds. in methods for treatment of 
the human and animal body. 



Gl — G2 — G3 — G4- 





^13-G14 

8 = 38 / 40 

C(0)-G12 G13-G14 



G12 = NH2 
G13 = NH 

G14 = carbocycle <containing 3 or more C, non-aromatic, 

0 or more double bonds, mono- or polycyclio (opt. substd.) 
G24 =75 / N 



Patent location: claim 1 

Note: or tautomers, pharmaceutically acceptable salts or 

solvates 
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PRIORITY APPLN. INFO.: WO 2006-US18857 20060515 

AB The invention discloses 3 , 4-disubstituted coumarin and quinolone derivs. 

and processes for their preparation The invention also discloses methods for 
treating Hepatitis C virus infection by administering a 3 , 4-disubstituted 
coumarin or quinolone derivative 
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zero or more 0, zero or more S> (opt. substd.) 
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BY, KG, KZ, MD, RU, TJ, TM 
PRIORITY APPLN. INFO.: US 2006-792278P 20060414 

GI 




AB The invention relates generally to the field of treatment and prophylaxis 
of retinal degenerative diseases. More particularly, the invention 
contemplates a method for preventing, reducing the risk of development of, 
or otherwise treating or ameliorating the symptoms of, age-related macular 
degeneration (AMD) or related retinal conditions in mammals and in 
particular humans. The invention further provides therapeutic compns. 
enabling dose-dependent or dose-specific administration of agents useful 
in the treatment and prophylaxis of age-related macular degeneration or 
related retinal degenerative conditions. Compds. useful invention include 
PB-1033 (I) and related compds. 
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AB The invention relates to novel quinolones of formula I [Rl = 

(un) substituted acyl, alkyl, alkylene, aminoalkyl, amidoalkyl, alkynyl, 
aryl, arylalkyl, arylalkoxy, etc.; R2 = (un) substituted acyl, alkoxy. 
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alkoxyalkyl, alkyl, alkylene, alkylamino, alkynyl, alkylimino, etc.; R2 

may combine with Rl to form (un) substituted heterocycloalkyl ; R3 = H, NH2, 
(un) substituted aryl, haloalkyl, (hetero) arylalkyl, (hetero )( cycle ) alkyl ; 
A, B, C and D independently = (un) substituted acyl, alkoxy, alkyl, 
alkylene, alkylamino, alkynyl, etc.; any two or more A, B, C and D may 
combine to form aryl, cycloalkyl, heteroaryl or heterocycloalkyl], and 
their pharmaceutically acceptable salts, esters or prodrugs, are prepared 
and disclosed as inducible nitric oxide synthase (iNOS) inhibitors. Thus, 
e.g. II was prepared by acylation of aniline with Et 3-oxobutanoate followed 
by bromination and cyclization to generate intermediate 
4- (bromomethyl) quinolin-2 ( IH) -one, which underwent substitution with 
aniline and acylation with f uran-2-carbonyl chloride to provide II. The 
inhibitory activity of all exemplary compds . was evaluated in DAN assay 
and II was found to have EC50 value of < 5 ^iM. I should prove 
useful for inhibiting or modulating nitric oxide synthase and/or lowering 
nitric oxide levels of iNOS and for the treatment of an iNOS-mediated 
disease in a patient in need thereof. 
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AB The title compds . I [wherein m = 0-2; n = 0-4; p, s, t independently = 0 

or 1; Rl, R2 independently = H, halo, alkyl, etc.; A = (un) substituted Ph, 
pyridinyl, pyrrolyl, thiophenyl or furanyl; Z = certain (un) substituted 
nitrogen heteroaryl] and N-oxides, salts, or stereoisomers thereof are 
prepared as inhibitors of the interactions between MDM2 and p53 . For 
example, compound II was prepared in a multi-step synthesis. I showed 
inhibitory effect in both p53 ELISA assay and cell proliferation assay. 
The invented compds. are useful for the treatment of disorders mediated by 
p53-MDM2 interactions. 
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claim 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention concerns quinoline derivs. of formula I, which are 

inhibitors of platelet-derived growth factor (PDGF) . In compds . I, p is 
0-3; each Rl is independently halo, OH, NH2, SH, CF3, cyano, carboxy, Cl-6 

alkoxycarbonyl , carbamoyl, Cl-8 alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 
alkylsulfonyl, Cl-6 alkylamino, N-(Cl-6 alkyl ) carbamoyl , C2-6 acyl, C2-6 
acylamino, etc.; q is 0, 1, or 2; each R2 is independently halo, OH, NH2, 
CF3, cyano, Cl-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, Cl-6 alkoxy, Cl-6 
alkylamino, or di(Cl-6 alkyl) amino; R3 is H, Cl-8 alkyl, C2-8 alkenyl, or 
C2-8 alkynyl; R4 is H, Cl-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, Cl-6 
haloalkyl, Cl-6 alkoxy-Cl-6 alkyl, carboxy-Cl-6 alkyl, etc., or R3 and R4, 
together with the carbon atom to which they are attached, form C3-8 
cycloalkyl; R5 is H, Cl-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, or -L-R6; R6 
is Cl-6 haloalkyl, Cl-6 hydroxyalkyl, Cl-6 alkoxy-Cl-6 alkyl, or 
cyano-Cl-6 alkyl; L is a bond, 0, or NR7, where R7 is H or Cl-8 alkyl; X 
is 0 or NR8, where R8 is H or Cl-8 alkyl; and A is (un) substituted aryl or 
(un) substituted heteroaryl containing up to three heteroatoms selected from 0, 
N, and S. The invention also relates to the preparation of I, pharmaceutical 
compns. comprising a quinoline of formula I in association with a 
pharmaceutically acceptable diluent or carrier, as well as to the use of 
the compns. for the treatment of cell proliferative disorders, such as 
cancer. Deprotonation of acetonitrile and condensation with Et propionate 
gave 3-oxopentanenitrile, which underwent heterocyclocondensation with 
hydrazine to form b-amino-3-ethylpyrazole (II) . Hydrogenation of Et 
2- (5-benzyloxypyrimidin-2-yl) acetate followed by substitution of 
4-chloro-6 , 7-dimethoxyquinoline resulted in the formation of quinoline 
III, which was hydrolyzed and amidated with II to give quinoline IV. The 
compds. of the invention are inhibitors of PDGF, e.g., compound IV expressed 
IC50 value of 6 nM vs. phospho-Tyr 751 formation in PDGFRp. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention concerns quinoline derivs. of formula I, which are 

inhibitors of platelet-derived growth factor (PDGF) . In compds . I, p is 
0-3; each Rl is independently halo, OH, NH2, SH, CF3, cyano, carboxy, Cl-6 
alkoxycarbonyl, carbamoyl, Cl-8 alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 
alkylsulfonyl, Cl-6 alkylamino, N-(Cl-6 alkyl ) carbamoyl , C2-6 acyl, C2-6 
acylamino, etc.; q is 0, 1, or 2; each R2 is independently halo, OH, NH2, 
CF3, cyano, carboxy, carbamoyl, Cl-8 alkyl, Cl-6 alkoxy, Cl-6 alkylamino, 
N-(Cl-6 alkyl) carbamoyl, Cl-6 haloalkyl, Cl-6 alkoxy-Cl-6 alkyl, etc.; R3 
is H, Cl-8 alkyl, C2-8 alkenyl, or C2-8 alkynyl; R4 is H, Cl-8 alkyl, C2-8 
alkenyl, C2-8 alkynyl, Cl-6 haloalkyl, Cl-6 alkoxy-Cl-6 alkyl, 
carboxy-Cl-6 alkyl, etc., or R3 and R4, together with the carbon atom to 
which they are attached, form C3-8 cycloalkyl; R5 is H, Cl-8 alkyl, C2-8 
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alkenyl, C2-8 alkynyl, or -L-R6; R6 is Cl-6 haloalkyl, Cl-6 hydroxyalkyl, 

Cl-6 alkoxy-Cl-6 alkyl, or cyano-Cl-6 alkyl; L is a bond, 0, or NR7, where 
R7 is H or Cl-8 alkyl; X is 0 or NR8, where R8 is H or Cl-8 alkyl; and A 
is (un) substituted aryl or (un) substituted heteroaryl containing up to three 
heteroatoms selected from 0, N, and S. The invention also relates to the 
preparation of I, pharmaceutical compns. comprising a quinoline of formula I in 
association with a pharmaceutically acceptable diluent or carrier, optionally 
containing an addnl. antitumor or antiangiogenic agent, as well as to the use 
of the compns. for the treatment of cell proliferative disorders, such as 
cancer. N-Nitration of pyrazole followed by rearrangement gave 
4-nitropyrazole, which was N-alkylated with di-Et sulfate and reduced to 
give 4-amino-l-ethylpyrazole (II) . Substitution of 4-chloro-6-cyano-7- 
methoxyquinoline with 2- ( 4-hydroxyphenyl ) acetic acid yielded quinoline 
III, which underwent amidation with II to give quinoline IV. The compds . 
of the invention are inhibitors of PDGF, e.g., compound IV expressed IC50 
value of 2 nM vs. phospho-Tyr 751 formation in PDGFRp. 




■■ C0NH2 / alkylaminosulf onyl <containing 1-6 C> 



Patent location: 
Note: 



REFERENCE COUNT: 



claim 1 

or pharmaceutically acceptable salts 
prodrugs 



solvates or 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L5 ANSWER 18 OF 131 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 



MARPAT COPYRIGHT 2008 ACS on STN 
147:322860 MARPAT 

Quinoline derivatives as platelet-derived growth 
factor inhibitors, their preparation, pharmaceutical 
compositions, and use in the treatment of cancer 
Jung, Frederic Henri; Morgentin, Remy Robert; Pie, 

Patrick 

Astrazeneca A/B, Swed.; Astrazeneca UK Limited 

PCT Int. Appl., 155pp. 

CODEN: PIXXD2 

Patent 

English 



Page 36 



10/572,913 



PATENT NO. KIND DATE APPLICATION NO. DATE 

WO 2007099323 A2 20070907 WO 2007-GB713 20070, 

WO 2007099323 A3 20071115 



W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LY, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SV, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


ZA, 


ZM, 


ZW 
















RW: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MT, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP, 


OA 












APPLN . 


INFO 












EP 2006-300183 
EP 2006-301103 


20060302 
20061031 







* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB The invention concerns quinoline derivs. of formula I, which are 

inhibitors of platelet-derived growth factor (PDGF) . In compds . I, p is 
0-3; each Rl is independently halo, OH, NH2, SH, CF3, cyano, carboxy, Cl-6 
alkoxycarbonyl, carbamoyl, Cl-8 alkyl, Cl-6 alkoxy, Cl-6 alkylthio, Cl-6 
alkylsulfonyl, Cl-6 alkylamino, N-(Cl-6 alkyl) carbamoyl, C2-6 acyl, C2-6 
acylamino, etc.; q is 0, 1, or 2; each R2 is independently halo, OH, NH2, 
CF3, cyano, carboxy, carbamoyl, Cl-8 alkyl, Cl-6 alkoxy, Cl-6 alkylamino, 
N-(Cl-6 alkyl) carbamoyl, Cl-6 haloalkyl, Cl-6 alkoxy-Cl-6 alkyl, etc.; R3 
is H, Cl-8 alkyl, C2-8 alkenyl, or C2-8 alkynyl; R4 is H, Cl-8 alkyl, C2-8 
alkenyl, C2-8 alkynyl, Cl-6 haloalkyl, Cl-6 alkoxyalkyl, carboxy-Cl-6 
alkyl, etc., or R3 and R4, together with the carbon atom to which they are 
attached, form C3-8 cycloalkyl; R5 is H, Cl-8 alkyl, C2-8 alkenyl, C2-8 
alkynyl, or -L-R6; R6 is Cl-6 haloalkyl, Cl-6 hydroxyalkyl , Cl-6 
alkoxy-Cl-6 alkyl, or cyano-Cl-6 alkyl; L is a bond, 0, or NR7, where R7 
is H or Cl-8 alkyl; X is 0 or NR8, where R8 is H or Cl-8 alkyl; and A is 
(un) substituted aryl or (un) substituted heteroaryl containing up to three 
heteroatoms selected from 0, N, and S. The invention also relates to the 
preparation of I, pharmaceutical compns. comprising a quinoline of formula I in 
association with a pharmaceutically acceptable diluent or carrier, optionally 
containing an addnl. antitumor or antiangiogenic agent, as well as to the use 
of the compns. for the treatment of cell proliferative disorders, such as 
cancer. Benzylation of 5-hydroxy-2-methylpyridine followed by N-oxidation, 
acetylation, rearrangement, and hydrolysis gave pyridine II, which was 
chlorinated, substituted with cyanide, and hydrolyzed resulting in the 
formation of 2-pyridineacetic acid III. tert-Bu esterif ication of III, 
hydrogenation, and substitution of 4-chloro-6, 7-dimethoxyquinoline yielded 
IV, which underwent acidic deesterif ication and amidation with 
4-amino-l-ethylpyrazole (four-step preparation is given) to give quinoline V. 
The compds. of the invention, e.g., V, are PDGF inhibitors (no data). 
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Me2N — SO2 




C02H 



NH2 



OH 



I 



AB The present invention relates to methods for detecting and/or measuring 
the activity of a specific protein kinase, with the methods comprising 
contacting one or more kinases with a binding agent to isolate a specific 
kinase of interest. The isolated kinase is then contacted with a kinase 
activity sensor, where the kinase activity sensor is comprised of a kinase 
recognition motif that is capable of being recognized by the isolated 
kinase, and at least one phosphorylation site. The isolated kinase 
phosphorylates the amino acid target of the kinase activity sensor and 
levels of the phosphorylated target amino acid can then be quantified. 
Thus, a mouse monoclonal antibody specific for p38 kinase is attached to 
the wells of a 96-well plate. After the antibody captures the specific 
kinase of interest (p38) from murine macrophage cells, a kinase activity 
sensor comprising the kinase recognition motif AHLQRLSI9 (dP) , where dP is 
D-proline, and the metal binding amino acid SOX (I) are added to the wells 
along with ATP. The SOX amino acid fluoresces upon chelation of the 
ternary complex with phosphorylated peptide and magnesium. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. such as I [wherein B = 0, S, S02, etc.; X, A, D = N or 
(un) substituted CH; Rl = H, halo, cyano, etc.; R3a, R4a, R9 = H, 
(un) substituted alkyl, aryl, etc.; R5 - R8 = H, halo, N02, etc.], which 
are useful as Met kinase inhibitors and anticancer agents (no data) , were 
prepared For example, II was synthesized as TFA salt in 30% yield by 
amidation of the corresponding dihydropyridinecarboxylic acid with 
(quinolinyloxy ) aniline . 
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AB Polyquinoline I, wherein X is OR, NRR', S(0)pR, OCOR, OCOOR, substituted 
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N-containing heterocycle; Y is N-containing heterocycle, H, OR, NRR', halogen, 

CN, 

CF3, alkyl; R and R' are independently H, cycloalkyl, alkyl; R1-R5 are 
independently H, OR, NRR', halogen, CN, CF3, S(0)pR, COOR, OCOOR, CONRR', 
NRCOOR', alkyl; p is 1-2; were prepared and used thereof in the form of 
therapeutic agents in treatment of neurodegenerative disorders such as 
Alzheimer, Parkinson, encephalopathy, Huntington, amyotrophic lateral 
sclerosis, Down's syndrome. Thus, quinoline II ligand complexes with 
copper and zinc were prepared and used in the treatment of neurodegenerative 
disorders. Title metal complexes were tested in vitro and used to 
dissolve p-amyloid peptide aggregates and inhibit or diminish to 
generation of H202 for the treatment of Alzheimer, Parkinson, 
encephalopathy, Huntington, amyotrophic lateral sclerosis, Down's syndrome 
diseases . 
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AB The invention relates to compds . of the general formula I, which are 

inhibitors of the Kvl . 5 potassium channel. In compds. I, X is CH or N; Rl 

and R2 are independently selected from (un) substituted Ph, (un) substituted 
pyridinyl, (un) substituted thienyl, (un) substituted naphthyl, 
(un) substituted quinolinyl, (un) substituted pyrimidinyl, or 
(un) substituted pyrazinyl; R3 is (CH2)p-R7, where p is 0-5 and R7 is Me, 
CH2F, CHF2, CF3, C3-7 cycloalkyl, ethynyl, propynyl, Cl-4 alkoxy, 
(un) substituted Ph, or (un) substituted 2-pyridinyl ; R4 and R5 are 
independently selected from H and Cl-3 alkyl; and R6 is H, F, CI, CF3, or 
Cl-3 alkyl; including pharmaceutically acceptable salts thereof. The 
invention also relates to the preparation of I, pharmaceutical compns. 
comprising an effective amount of at least one compound I with 
pharmaceutically acceptable carriers and additives, optionally in 
combination with other pharmacol. active ingredients, as well as to the 
use of the compns. for the treatment and prophylaxis of atrial 
arrhythmias, for example atrial fibrillation (AF) or atrial flutter. Ring 
opening of racemic cis-stilbene oxide with 2 ( IH) -pyridinone followed by 
alkylation with cyclopropylmethyl bromide gave (R* , R* ) -pyridinone II. 
Several compds. of the invention, e.g., II, express IC50 values for the 
Kvl. 5 channel of less than 1 (xM. 
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AB The invention relates to novel piperazine-piperidine compds . of formula I. 
Compds . of formula I wherein each R are independently H, Cl-6 (halo)alkyl, 
C2-6 alkenyl, C2-6 alkynyl, halo, CF3, N02, CN, OH and derivs., 0S02H and 
derivs . , SH and derivs., S02H and derivs., etc.; each R' are independently 
H and Me; and their pharmaceutically acceptable salts are claimed. The 
compds. are useful as 5-HTlA binding agents, particularly as 5-HTlA 
receptor antagonists and agonists. These compds. are useful in treating 
central nervous system disorders, such as cognition disorders, anxiety 
disorders, depression and sexual dysfunction. Example compound II was 
prepared by cyclization of 4-amino-3-chlorophenol with glycerol; the 
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resulting 8-chloro-6-hydroxyquinoline underwent methylation to give 
8-chloro-6-methoxyquinoline, which underwent substitution with 

N-Boc-piperazine to give 6-methoxy-8- [ 1- (tert-butoxycarbonyl ) -4- 
piperazino] quinoline, which underwent hydrolysis to give 

6-methoxy-8-piperazinoquinoline, which underwent reductive alkylation with 
1- (quinolin-8-yl)piperidin-4-one to give compound II. All the invention 
compds. were evaluated for their 5-HTlA antagonistic and agonistic 
activity. From the assay, it was determined that compound II exhibited an 
5-HTlA 

affinity with a Ki value of 0.40 nM and antagonistic activity with IC50 og 
3.86 nM. 
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AB Quinolin-5-yl acylhydrazide derivs. I wherein D is a 5 or 6 membered 

heteroaryl ring; A is an alkyl, cycloalkyl, heterocyclic ring, etc.; m is 
0 to 3; n is 0 to 4; Rx and Ry are independently selected from alkyl, 
alkenyl, halo, nitro cyano, etc are prepared as prodrugs with 
antinociceptive properties. Thus, II was prepared and tested for its in 
vitro IL-ip release and in vivo antinociceptive effects (no data) . 
Further, I can be employed in the treatment of pain, neuropathic pain, 
inflammation, chronic inflammatory pain, neurodegeneration, depression and 
promoting neuroregeneration . 
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AB The title compds . I [R = H, (un) substituted alkyl; Q = (un) substituted 

bicyclic aryl], useful as monoamine neurotransmitter re-uptake inhibitors, 
were prepared E.g., a multi-step synthesis of 2- ( 8-methyl-3 , 8- 
diazabicyclo [3 . 2 . 1 ] oct-3-yl ) -6-nitroquinoline (II), starting from di-Et 
meso-2 , 5-dibromoadipate, was given. II showed IC50 of 15 |liM, 4.6 |uM 
and 0.0031 |liM when tested for their ability to inhibit the reuptake of 
the monoamine neurotransmitters: dopamine, noradrenaline and serotonin in 
synaptosomes, reap. In other aspects the invention relates to the use of 
compds. I in a method for therapy and to pharmaceutical compns. comprising 
the compds . I . 
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AB Bicyclic pyrazole compds . I [wherein Bl, B5, B8 = (un) substituted CH or N; 
R2, R2, R6, R7 = H, ( un ) substituted alkyl, cycloalkyl, etc.; m = 0-1; n = 
1-2; X = CH or N; Y = C(0), CH2C(0) or (un) substituted alkylene, etc.; A = 
(un) substituted (hetero) aryl; Nl or N2 is the anchoring site, with 
limitations] and isomers, racemates, tautomers, hydrates, solvates, 
pharmaceutically acceptable salts, esters, or amides thereof were prepared 
as antibacterial agents. For instance, tetrahydroindazole II was 
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synthesized in 30% yield by EDC/HOBt -mediated amidation of the 
corresponding benzodioxinecarboxylic acid with indazolamine in DMF. I 
showed inhibition against E. coli DNA gyrase and topoisomerase IV and 
antibacterial activity against both susceptible and resistant bacterial 
strains. Therefore, the invented compds . are useful for the treatment, 
prevention or inhibition of bacterial infection. 
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AB Title compds. (I; Rl = alkyl, cycloalkyl, alkenyl, cycloalkenyl, alkynyl, 
aralkyl, aryl, heteroaryl, halo, phosphate, phosphonate, etc.; 2 adjacent 
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R4, R5 = H, alkyl, cycloalkyl, alkenyl, alkynyl, aralkyl, aryl, 
heteroaryl, etc.), were prepared Thus, 4-hydroxycoumarin, 
4-bromomethyltoluene, and K2C03 were refluxed together in acetone 
overnight to give 10% I (X, Y = 0; R2, R3 = 4-MeC6H4CH2; n = 0). In an 
HCV replicon lucif erase assay, the latter showed an IC50 = 8.29 (iM. 
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AB Title compds. e.g. [I; A = (substituted) Ph, heteroaryl; R = H, 
(substituted) alkyl, Ph, phenylalkyl ; Rl, R2 = H, CHO, cyano, 
(substituted) alkyl, (bicyclic) heterocyclyl, etc.], were prepared Thus, 
pyrvinium pamoate in CHC13/EtOH at 50° was treated with H3P04 in 
EtOH to precipitate pyrvinium phosphate. The latter showed IC50 <0.03 |liM 
against MCF7 breast cancer cells in soft agar culture. 
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0 I 




0 II 



AB Title compds. I [Z = N, CH; Rl = H, alkyl; Arl = (un) substituted 

2-thiazolyl, 2-pyridinyl, 3-pyridinyl, 4-pyridinyl, 2-pyrimidinyl , 
4-pyrimidinyl, 5-pyrimidinyl, Ph; Ar2 = (un) substituted 1-naphthyl, 
phenanthrenyl, pyrenyl, fluorenyl, 2-naphthyl, etc.; and their 
pharmaceutically acceptable salts, pharmaceutically acceptable prodrugs, 
and pharmaceutically active metabolites] were prepared as fatty acid amide 
hydrolase (FAAH) inhibitors. For example, reacting piperazine-1- 
carboxylic acid tert-Bu ester with Ph isocyanate, followed by 
Boc-deprotection and reductive alkylation with 2-naphthaldehyde gave 
piperazinyl urea II, which exhibited an IC50 of 17 nM in an FAAH assay. 
Thus, I and their pharmaceutical compns., are useful for treating disease 
states, disorders, and conditions mediated by FAAH, e.g., anxiety, pain, 
inflammation, sleep disorders, eating disorders, or movement disorders 
(such as multiple sclerosis) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to heteroaryl quinoline derivs. of formula I, which 
are phosphodiesterase (PDE) inhibitors, in some cases selective PDE-10 
inhibitors. In compds. I, each Rl is independently selected from H, halo, 
OH, cyano, Cl-8 alkyl, C2-8 alkenyl, Cl-8 alkoxy, 4- to 7-membered 
heterocyclyl, etc.; p is 0-3; Hetl is (un) substituted mono- or bicyclic 
heteroaryl; Het2 is (un) substituted mono- or bicyclic heteroaryl, where 
Het2 is vicinal to the Ph ring on Hetl; XI and X2 are independently 
selected from 0, S, (un) substituted N, and (un) substituted C, where are 
least one of XI and X2 is C; and each Y is independently selected from N 
and (un) substituted C; provided that Het2 is not a tetrazole. The 
invention also relates to the preparation of I, pharmaceutical compns. 
comprising a compound I, as well as to the use of the compns. for the 
treatment of neurodegenerative and psychiatric disorders, such as 
psychosis. Substitution of 2- ( chloromethyl ) quinoline with Me 
4-hydroxybenzoate followed by hydrolysis and amidation gave Weinreb amide 

II, which underwent addition of deprotonated 4-methylpyr idine to give ketone 

III. Condensation of III with N- (dimethoxymethyl ) -dimethylamine and 
heterocyclization with hydrazine gave pyrazole IV. The compds. of the 
invention express IC50 values for PDE-10 inhibition of less than 10 (iM 
(no specific data) . 
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AB Title compds. [I, II, III; wherein Rl = (un) substituted (cyclo) alkyl, 
(cyclo) alkenyl, alkynyi, aryl; R2 = H, halo, OH, carboxy, carbamoyl, 
amino, (un ) substituted alkyl, alkoxy; T = independently H, halo, OH, 
carboxy, carbamoyl, amino, cyano, N02, alkenyl, alkynyi, cycloalkyl, 
(un) substituted alkyl, alkoxy; p = 0-5; L = aminocycloalkylideneamino, 
etc.; Y = bond, CH2, C02, OCO, S02, CO, OS, CONH, CSNH, etc.; with 
provisos; and pharmaceutically acceptable salts, hydrates, or solvates 
thereof] were prepared as antagonists of melanin concentrating hormone (MCH) , 

an 

endogenous ligand of G-protein coupled receptors (GPCRs) . Examples 

include solution and solid phase general synthetic methods and phys . data for 

nearly 3400 invention compds. In addition, all exemplified compds. were 

assayed using high throughput functional screening to detect intracellular 

Ca2+ concns. for accessing GPCR activation. For instance, reaction of 

2 , 4-dichloro-6-methylpyrimidine with dimethylamine gave 

2-chloro-4- (dimethylamino) -6-methylpyrimidine (40%), which was coupled 
with cis- ( 4-aminocyclohexyl) carbamic acid tert-Bu ester (60%). 
Deprotection (72%), amidation, and workup provided the benzamide 
(IV)»TFA. The latter demonstrated MCH antagonist activity with an 
IC50 value of 7.6 nM. Thus, pharmaceutical compns. comprising I are 
useful for the prophylaxis or treatment of improving memory function, 
sleeping and arousal, anxiety, depression, mood disorders, seizure, 
obesity, diabetes, appetite and eating disorders, cardiovascular disease, 
hypertension, dyslipidemia, myocardial infarction, binge eating disorders 
including bulimia, anorexia, mental disorders including manic depression, 
schizophrenia, delirium, dementia, stress, cognitive disorders, attention 
deficit disorder, substance abuse disorders, and dyskinesias including 
Parkinson's disease, epilepsy, and addiction (no data). 
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G I 



r303 

r302 \ r304 




AB The invention relates to a colored hardenable composition, suited for use in 
making a color filter of a solid state camera and a liquid crystal display, 
comprising compds . represented by I [A = five member heterocyclic residue; 
Bl = CR201 or N, B2 = CR202 or N, and Bl and B2 may not be N 
simultaneously; R205 and R 206 = H, aliphatic, aromatic, etc., and R205 and 

R206 

may not be H simultaneously; G, R201, and R202 = H, halo, aliphatic, aromatic, 
etc.; R202 and R205, and/or R205 and R206 may join to form a 5 or 6 member 
ring] and II [R303, R304, R307 and R308 = H, halo, aliphatic, aromatic, etc.; 
R301, R302, R305, and R306 = C, H, halo, aliphatic, etc., and R301,R302 and 
R305, R306 may form a 5- or 6-member carbon ring; m and n = 0-4 integer] . 

MSTR 2 




05 = C0NH2 (opt. substd.) / acylamino / 

S02NH2 (opt. substd.) 
Gl +G4 = CH=CHCH=CH (opt. substd. by 1 or more G5) 
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HN' 
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II 



AB The title compds . I [wherein m = 0-2; n = 0-3; p, q and q' = independently 
0 or 1; X = CO or (un) substituted CH2; Q-Y = (un) substituted CH=C, CO-CH, 
CO-N, CH2-CH, or CH2-N; Rl = H, aryl, heteroaryl, alkyl, etc.; R2 = H, 
halo, alkyl, alkoxy, etc.; R3 = H, alkyl, heteroaryl, etc.; R4 and R5 = 
independently H, halo, alkyl, CN, etc.; R6 = H, alkoxycarbonyl, or alkyl; 
Z = (un) substituted heteroaryl; with provisos] or N-oxides, salts, or 
stereoisomers thereof are prepared as inhibitors of interaction between MDM2 
and p53 . For example, the compound II»xHCl was prepared in a multi-step 
synthesis. I showed inhibitory effect on cell proliferation. 
Formulations containing I as an active ingredient were also described. 
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zero or more S (no other heteroatoms), 1-3 rings> 
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claim 1 

and N-oxides or addition salts 
additional ring formation also claimed 
also incorporates claim 10 

or sterochemical isomers 
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aL^x1-CH2^ E ! 



AB Antimalaria agents containing compds . represented by the formula (I) (wherein 
Al = each optionally substituted 3-pyridyl or 6-quinolyl; XI = 
-C(:Y1)-NH-; Yl = 0; E = each optionally substituted furyl, thienyl, or 
phenyl; provided that Al may have one to three substituents and E has one 
or two substituents), salts of the compds., or hydrates of either are 
disclosed. Thus, a solution of 2-aminonicotinic acid and 
[ [5-(3-chlorobenzyl)furan-2-yl]methyl]amine in DMF was treated with 
benzotriazol-l-yl-tris (dimethylamino)phosphonium hexaf luorophosphate and 
Et3N and stirred at 80° for 40 min to give 2-amino-N- [ 5- ( 3- 
chlorobenzyl) furan-2-ylmethyl] nicotinamide (II). II showed min. 
inhibitory concentration of 6.25 (ig/mL against yeast expressing Plasmodium 
GWTl gene (opfGWTl) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to peptides I [m, n are 1 or 2; Rl is (halo) alkyl, 
(halo)alkenyl or (halo) alkynyl; R2 is NH-R5, 0-R5, S-R5, S0m-R5, OCH2-R5 
or CH20-R5, where R5 is (un) substituted aryl or heterocyclyl ; R3 is 
carboxylic ester, carbamoyl, sulfinyl, sulfonyl or acyl groups; R4 is 
(un) substituted alkyl, alkenyl, cycloalkyl, aryl or heterocyclyl (with 
provisos)] (or racemates, diastereomers or salts) for the treatment of 
hepatitis C viral infection. Thus, dipeptide II was prepared via peptide 
coupling reactions in solution and etherif ication of a hydroxyproline 
intermediate. Many peptides I have IC50 values < 0.5 (iM in the 
NS3-NS4A protease assay and < 1 (iM in the cell-based luciferase HCV RNA 
replication assay. 
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r3^Y- 



AB Tricyclic compds . I (wherein X and Y are independently 0, S, N, NR4, CR5 
or CR6R7; Rl = one or more substituents independently selected from acyl, 
acyloxy, alkoxy, alkyl, alkylthio, amino, aryl, aza, CO, carboxamide, 
diamine, halogen, OH, mercapto, NO, sulfonyl, sulfonamide and sulfate, at 
least one of which is carboxamide or diamine; R2 and R3 are either joined 
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to form an (un) substituted six-membered aromatic ring, or one of R2 and R3 
an (un) substituted aryl group; R4, R5, R6 and R7 are independently H or a 
substituent as defined for Rl above) or II (wherein R8 is defined the same 
as Rl above; Ar = an (un) substituted aryl group; W and Z = NR9 or =N-; and 
R9 = H or a substituent as defined for Rl above) that selectively inhibit 
HIF-la activity are disclosed. Methods also are disclosed for 
reducing HIF-la activity, and for inhibiting angiogenesis, 
tumorigenesis and/or metastasis, in a subject. In some embodiments, the 
tricyclic compds . surprisingly inhibit HIF-la activity at 

non-cytotoxic concns., thereby avoiding drug side effects associated with 
significant cytotoxicity. 
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substitution is restricted 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl, R2, R3 and R4 independently = H, alkyl, haloalkyl, 
etc.; R5 = (un) substituted aryl or heteroaryl; R6 = (CH2)pOH, CH2C02R9, 
CH20P (0) (OH) 2, etc.; R7 and R8 independently = H, amino, alkylamino, etc.; 
R9 = H or alkyl; p = 1-3] and their pharmaceutically acceptable salts, are 
prepared and disclosed as non-nucleoside reverse transcriptase (nnRT) 
inhibitors. Thus, e.g., II was prepared by alkylation of III with 
formaldehyde. The pharmacokinetic activity was evaluated by orally 
administering various doses of I to Hanover-Wistar rats and subsequent 
determination of test compound concentration using HPLC and it was revealed 

that selected 

compds. of the invention possessed Cmax values in the range of 2.2 up to 
15.5 (xg/mL. I as non-nucleoside reverse transcriptase inhibitors 
should prove useful in the treatment of HIV mediated diseases. 
Pharmaceutical compns. comprising I are disclosed. 

MSTR 1 




G2 



G5 = 193 

Gil .G14 Gil 

Gil Gil 
Gil Gil 

Gil = alkylamino <containing 1-6 C> / C0NH2 
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AB The title composition contains magenta dye I (Rl-2 = H, substituent; m = integer 
0-2; n, j = integer 0-4; Y = 0, N, C; Z = C, N, 0, S) and yellow dye II (A 
= 5-membered heterocyclic ring; Bl-2 = -CR7=; -CR8=, N; R5-6 = H, 
aliphatics, aroms . , etc.; G = H, halo, aliphatics, aroms . , etc.). The 
composition shows good storageability and provides red color of light- and 
heat-resistance . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [A = II; Z = 0, etc.; Dl, D2, D3, D4, X, E, G, J, L, M = 
C, N; further details on Dl, D2, D3, D4, X, E, G, J, L, M are given.; 
R1-R6, R10-R14 = H, halo, etc.] were prepared For example, reaction of 
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4-chloro-6, 7-dimethoxyquinazoline with 5, 6-dimethyl- [2,2' -bipyridin] -3-ol, 
e.g., prepared from 2, 3-dimethylfuran in 2 steps, afforded compound III in 81% 
yield. In TGF-p signal inhibition assays (in vitro), compound III 
exhibited the inhibitory activity of 89% at 1 nM. Compds . I are 
claimed useful for the treatment of arthritis, ulcer, etc. 
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or pharmaceutically acceptable salts or solvates 
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substitution is restricted 
also incorporates claim 68 
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AB This invention relates to MTP/Apo-B secretion inhibitors of Formula (I) 

wherein R1-R7, XI, m and n are as defined below, as well as pharmaceutical 
compns. comprising the compds . , and methods of use of the compds . and 
compns. The compds. of the invention are useful in treating obesity and 
associated diseases, conditions or disorders. For I the variables are: Rl = 
substituted Ph or pyridine; m = 0-2; n = 0-4; XI = N or C(Rb) where Rb = H 
or R7; R2 , R7, and R9 = halo, OH, CN, alkyl, alkoxy, alkoxyalkyl, 
halo-substituted alkyl, halo-substituted alkoxy, alkylthiobenzyloxy, 
hydroxyalkyl, alkenyl, alkynyl, C (0) N (Rc) (Rll ) , N (Rll ) C (0) R12 , 
N(R11)C02R12, N(Rll) S (0) sR12, C(0)R12, C02R12, 0C(0)R12, S02N (Rc) (Rll) and 
S(0)vR12; Rc = H or alkyl; s = 1-2; v = 0-2; R3 and R4 = H or taken 
together with the C to which they are attached form a carbonyl group; R5 
and RIO = H, alkyl, halo-substituted alkyl, cycloalkyl, C(0)R12, 
alkoxyalkyl, alkylthioalkyl and S02R12. ;. Variables for I continued: R6 
= optionally subsituted alkyl, pyridyl, Ph, phenylalkyl, alkenyl, alkynyl, 
CH2N(Rc) (R13) , C (0)N (R14) (R15) , C02R20 or CH2-W-Y where W = 0 or S; and Y 
= H, alkyl, cycloalkyl, optionally substituted cycloalkylalkyl, Ph and 
phenylalkyl; Rll = H, alkyl, halo-substituted alkyl, cycloalkyl, 
alkoxyalkyl and alkylthioalkyl; R12 = optionally substituted alkyl or 
cycloalkyl, group; R13 = alkyl, phenylmethyl, C(0)R16 and S(0)2R16; R14 = 
H, optionally substituted alkyl, cycloalkyl, cycloalkylalkyl, Ph and 
phenylalkyl ; R15 = H, optionally substituted alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkylalkyl, Ph, phenylalkyl, pyridyl, pyridylalkyl , 
C(0)R12 and S02R12; or R15 = (CH2 ) tN (R17 ) (RIB ) where t = 2-4 and R17 and 
R18 together with the N to which they are attached to form a heterocyclic 
ring, which is optionally substituted; or R14 and R15 together with the N 
to which they are attached to form a heterocyclic ring which is optionally 
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AB The title compds . I [X = N, C; Rl = (un) substituted (un) saturated 5-7 membered 
ring containing 1-4 atoms selected from N, 0 and S ; R2 = (un) substituted 
partially saturated or unsatd. 8-11 membered bicyclic ring containing 1-4 atoms 
selected from N, 0 and S; R31, R32 = H, Me, Et ; or R31 and R32 together 
may be combined with the carbon atom to which they attached to form 
cyclopropyl ; R4 = H, Me], useful for the treatment of acute, inflammatory 
and neuropathic pain, dental pain, general headache, migraine, cluster 
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headache, mixed-vascular and non-vascular syndromes, tension headache, 
general inflammation, arthritis, rheumatic diseases, osteoarthritis, 
inflammatory bowel disorders, inflammatory eye disorders, inflammatory or 
unstable bladder disorders, psoriasis, skin complaints with inflammatory 
components, chronic inflammatory conditions, inflammatory pain and associated 
hyperalgesia and allodynia, neuropathic pain and associated hyperalgesia and 
allodynia, diabetic neuropathy pain, causalgia, sympathetically maintained 
pain, deaf f erentation syndromes, asthma, epithelial tissue damage or 
dysfunction, herpes simplex, disturbances of visceral motility at 
respiratory, genitourinary, gastrointestinal or vascular regions, wounds, 
burns, allergic skin reactions, pruritus, vitiligo, general 
gastrointestinal disorders, etc., were prepared E.g., a multi-step 
synthesis of II, starting from 4, 6-dichloropyrimidine and 
2-aminobenzothiazol-4-ol, was given. Compds . I were tested to evaluate 
their properties at human VRl (data given for representative compds. I). 
The pharmaceutical composition comprising the compound I is disclosed. 

MSTR 1 




Gil = 59-52 60-50 

r 

G12 = 61 

G13 = 532 / 538 / 556 
^^p-C(O)— G18 ^^^2-G24 ^^^5-G35 

G22 = 124 / S02 
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C^=G, 
12 4 



G23 =0 / NH 
G24 = NH2 
G35 = 558 



Patent location: 

Note: 

Note: 



or pharmaceutically acceptable salts or hydrates 
substitution is restricted 
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(r2) 




AB Title compds. I [Rl = (un) substituted alkoxy, alkyl, NRaRb, etc.; R2 = 

(un) substituted alkoxy, alkyl, NRaRb, etc.; Ra and Rb independently = H, 
alkyl or Ra and Rb together with the nitrogen to which they are attached 
from a 3-7 membered heterocycle optionally including 0; n = 0-3; m = 0-1; 
R3 = H or alkyl; LI = (CH2 ) pcycloalkyl (CH2 ) q with provisions; p and q 
independently = 0-1; R4 = H or (un) substituted alkyl; L2 = (un) substituted 
(CH2)x or 5-6 membered carbocycle fused to R5; x = 1-3; R5 = 
(un) substituted Ph, naphthyl, heterocycle, etc.] and their 
pharmaceutically acceptable salts, are prepared and disclosed as melanin 
concentrating hormone (MCH) modulators. Thus, e.g., II was prepared by 

palladium 

catalyzed coupling of benzyl [ ( IR, 2S, 4S, 6S ) -6-aminobicyclo [ 2 . 2 . 1 ] hept-2- 
yl] benzylcarbamate (preparation given) with 2-chloro-6-methoxy-4- 
methylquinoline followed by deprotection and subsequent reductive 
alkylation with thiophene-3-carbaldehyde . The activity of I was evaluated 
in MCHl receptor radioligand binding assays and it was revealed that 
compds. of the invention displayed IC50 values of less than 2 |liM. I as 
MCH modulator should prove useful in the treatment of obesity, anxiety and 
depression. Pharmaceutical compns. comprising I are disclosed. 

MSTR 1 
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3l /^K^^^ /^^laJ 

3 l^=^^lf^9^G 4—^ 1 4 



■■ NH2 / heterocycle <containing 3-7 atoms, 

1 or more N, attached through 1 N, non-aromatic, saturated> 
■■ alkylamino <containing 1-4 C> / 19 



Patent location: 

Note: 

Note: 

Note: 

Stereochemistry: 
REFERENCE COUNT: 



claim 1 

substitution is restricted 

also incorporates claim 17 

and pharmaceutically acceptable salts 

and optical isomers and racemates 

THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 
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AB The pyrazolylazoquinolines are I {R1-R8 = H, halo, N02, CN, etc.; R1R2, 
R3R4, R4R5, R5R6, R6R7, and R7R8 may form ring) . The WORM disks, having 
recording layers containing I-divalent metal chelates, show good heat and 
light resistance. 




Gl = alkylcarbonylamino (opt. substd.) / C0NH2 

Patent location: claim 1 

Note: additional ring formation also claimed 
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AB The compns. contain heterocyclic dyes I (R1-R4 = H, substituent; Y = 0, N, 

C; Z = C, N, 0, S; when Y = N or C, YZ may form 5- or 6-membered saturated or 
aromatic ring with C bonded to Y and Nbonded to Z, and >1 atoms chosen 
from C, N, 0, and S; when YZ do not form ring, Z = substituent and Y = OH, 
NHR2, CHR22; m = 0-2; j, n = 0-4). Thus, a pattern from a composition 

containing 

II showed good heat and light resistance, and was useful as a color filter 
for a CCD camera. 

MSTR 1 




r f 



= acylamino / C0NH2 
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Rl 




AB The azo-substituted quinoline compound I (Rl-8 = H, halo, nitro, cyano, OH, 
carboxy, amino, alkyl, aryl, alkyloxy, aryloxy, alkylamino, arylamino, 
alkylcarbonylamino, arylcarbonylamino, carbamoyl, alkylcarbamoyl, 
arylcarbamoyl, alkylsulf onylamino, arylsulf onylamino, these may form a 
ring ) and a chelate compound of I and 2-valent metal salt are claimed. 
Optical recording material comprises a support coated with a recording 
layer containing the chelate compound The material is suited for high speed 
recording and large capacity WORM disk. 




Gl = alkylcarbonylamino (opt. substd.) / C0NH2 

Patent location: claim 1 

Note: additional ring formation also claimed 
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OMe 




AB The title compds. I [Rl = (un) substituted aryl, heteroaryl, heterocyclyl, 
etc.; R2 = H, alkyl; R3 = H, alkyl, cycloalkyl, etc.; R4 = H, alkyl; or 
NR3R4 = (un) substituted heterocyclyl; R5 = H, alkyl; R5 = H, alkyl, 
alkoxy, etc. J which are inhibitors of phosphodiesterase type IV (PDE4) and 
are of use in the treatment of inflammatory and/or allergic diseases, were 
prepared Thus, reacting 4-chloro-5- { 1-piper idinylsulf onyl ) -3- 
quinolinecarboxamide (preparation given) with 3-methoxyaniline afforded II. 
The exemplified compds. I inhibit the catalytic activity at PDE4B (human 
recombinant) enzyme with pICSO's in the range 7.5-10.8. The 
pharmaceutical compns. comprising the compound I are disclosed. 




Gl = Ph (opt. substd. by 1 or more G22) 

G19 = morpholino 

Patent location: claim 1 

Note: or pharmaceutically acceptable salts 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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OMe 




AB Title compds. I [Rl = (un) substituted-aryl, -heteroaryl, cycloalkyl, etc.; 
R2 = H, alkyl; R3 = H, (un ) substituted alkyl, cycloalkyl, etc.; R4 = H, 
alkyl; or R3 and R4 together = (un) substituted N-heterocycle ; R5 = H, 
alkyl; R6 = H, alkoxy, CI, etc.] and their pharmaceutically acceptable 
salts, are prepared and disclosed as inhibitors of phosphodiesterase type IV 
(PDE4) . Thus, e.g., II was prepared by amidation of 3- (aminocarbonyl) -4-{ [3- 
(methyloxy) phenyl ] amino } -6-quinolinecarboxylic acid (preparation given) with 
morpholine. The inhibition capability of I was evaluated in radioactive 
Scintillation Proximity Assay (SPA) and revealed that selected compds. of 
the invention possessed pIC50 values in the range of 6.3-9.5. I as PDE4 
inhibitors should prove useful in the treatment of inflammatory and 
allergic diseases. 

MSTR 1 




Gl = Ph (opt. substd. by 1 or more G22) 

G19 = morpholino 

Patent location: claim 1 
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US 2004-941635 
US 2003-503277P 
compds . active on prote 



20040915 
20030915 

■e described, along 



US 20050164300 
PRIORITY APPLN. INFO. 
AB Mol. scaffolds for 

with methods for using such scaffolds for kinase ligand development. The 
use of kinase structural information, exemplified with PIM-1 crystals and 
structural information can be used for identifying mol. scaffolds and for 
developing ligands that bind to and modulate particular kinases. More 
specifically, crystal structure and mol. structural coordinates of human 
PIM-1 kinase are disclosed. Preparation of compds. modulating PIM-1 and other 
protein kinases activity (i.e., kinase scaffold library) is reported. 
These compds. can be used for the treatment of diseases, such as cancer 
and inflammation. 
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■■ NH2 (opt. substd. ) 

^ heteroaryl <containing up to 10 atoms, 
zero or more N, zero or more 0, 

zero or more S (no other heteroatoms ) , mono- or bicyclio 
■■ cycloalkyl <containing 3-15 C> 
: 51 / 55 / 56 



G12 = NH 
Patent location: 
Note: 
Note: 



claim 1 

additional substitution also claimed 
substitution is restricted 
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SI, SK, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, 
SN, TD, TG 

PRIORITY APPLN. INFO.: EP 2003-18629 20030820 

OTHER SOURCE(S): CASREACT 142:280200 

GI 





AB The present invention reiates to novel pyrazolylmethylbenzamides I [Rl = 
(un) substituted aryi, heteroaryl, alkyl; R2 = alkyl, haloalkyl; R3 = 
(un) substituted heteroaryl, Ph; R4 = (un ) substituted alkyl, alkenyl, 
etc.], processes for preparing them and pharmaceutical prepns. containing them. 
Thirty compds. I were prepared E.g., a multi-step synthesis of II, starting 
from 3-chloromethylbenzoyl chloride and m-anisidine, was given. The 
pyrazolylmethylbenzamides I exhibit enhanced potency for P2X7 receptor 
antagonism (no data given) and can be used for the prophylaxis and 
treatment of diseases associated with P2X7 receptor activity. More 
specifically, the compds. I are useful for treatment and prophylaxis of 
diseases as follows: rheumatoid arthritis, osteoarthritis, psoriasis, 
allergic dermatitis, asthma, chronic obstructive pulmonary disease (COPD) , 
hyperresponsiveness of the airway, septic shock, glomerulonephritis, 
irritable bowel disease, Crohn's disease, ulcerative: colitis, 
atherosclerosis, growth and metastases of malignant cells, myoblastic 
leukemia, diabetes, Alzheimer's disease, meningitis, osteoporosis, burn 
injury, ischemic heart disease, stroke and varicose veins. 
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: quinolinyl (opt. substd. by (1-2) G23) 
■■ C0NH2 / alkylamino <containing 1-6 C> 



Patent location: 
Note: 

Stereochemistry: 
REFERENCE COUNT: 



claim 

or tautomeric forms, or salts 
or stereoisomeric forms 

THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AU 2004263508 
CA 2531796 
US 20050049310 
US 20050059713 
EP 1660439 

R: AT, BE, 



20050217 AU 2004-263508 20040806 

20050217 CA 2004-2531796 20040806 

20050303 US 2004-913882 20040806 

20050317 US 2004-913216 20040806 

20060531 EP 2004-780318 20040806 

, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
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IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, HR 

CN 1832920 A 20060913 CN 2004-80022750 20040806 

JP 2007501844 T 20070201 JP 2006-523245 20040806 

PRIORITY APPLN. INFO.: US 2003-493878P 20030808 

US 2003-493879P 20030808 
US 2003-493903P 20030808 
WO 2004-US25463 20040806 
OTHER SOURCE(S): CASREACT 142:261788 

AB The invention relates to aryl and heteroaryl compds . Ar2-K [Ar2 is 
(un) substituted aryl, heteroaryl, fused cycloalkylaryl, fused 
cycloalkylheteroaryl, fused heterocyclylaryl or fused 

heterocyclylheteroaryl; K is a carbamoyl group of defined structure or 
Arl-V-CH [ (CH2) 0-2-G] -X-, where G is H, C02R1, CH20R1, CORl, CR1:N0R2, 
C0NR1R2, C0NHNH2 or an acid or ester isostere and Rl, R2 independently are 
H, alkyl, alkoxy, aryl, alkylaminoacyl, etc. or may combine to form a 
ring; V is (CH2 ) 1-2-S- (CH2 ) 0-2 , (CH2)l-2-S, S-(CH2)0-2 (or corresponding 
sulfonyl derivs. ) , (CH2 ) 1-2-0- (CH2 ) 0-2 , (CH2 ) 1-2-NR7- (CH2 ) 0-2 , (CH2)l-2-0 
or a direct bond, where R7 is H, alkyl, aryl, etc. (the CH2 or CH2CH2 
groups may be substituted); X is NR8, C0NR8, NR8C0, NR8CONR9, 02CNR8, 
S02NR8 or NR8S02NR9, where R8, R9 are independently H, alkyl, aryl, etc.; 
Arl is a group as defined for Ar2] and their pharmaceutical compns. 
Compds. Ar2-K may be antagonists or partial antagonist of factor IX and/or 
factor XI and thus may be useful for inhibiting the intrinsic pathway of 
blood coagulation. Applications include the management, treatment and/or 
control of diseases caused in part by the intrinsic clotting pathway. 
Thus, ( 25) - [5-bromo-2- ( 4-trif luoromethylbenzyloxy) benzoylamino] -3- ( 2 ' - 
phenoxybiphenyl-4-yl) propionic acid, prepared by amidation and 0-benzylation 
reactions, inhibited factor IX or factor XI in the in vitro clotting assay 
with IC50 < 30 micromolar. 



G36 



G36 G36 
G36 = 577 / 580 / 585 

^i;^^0)-G41-G42 — C(0)— G42 ^g^O)-G45 
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G41 = NH 
G45 = NH2 
Patent location: 
Note: 



additional derivatization also claimed 
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AU 2004257149 
CA 2528774 
US 20050119273 
US 7410975 
EP 1635846 

R: AT, BE, 
IE, SI, 
CN 1809357 
BR 2004011514 
JP 2007524615 
MX 2005PA13922 
US 20070232622 
IN 2006KN00153 
PRIORITY APPLN. INFO 



CH, DE, 
LT, LV, 



20050127 

20050127 

20050602 

20080812 

20060322 
DK, ES, FR, 
FI, RO, MK, 

20060726 
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20070706 



AU 2004-257149 20040618 
CA 2004-2528774 20040618 
US 2004-872196 20040618 

EP 2004-776820 20040618 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 
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The invention provides methods and compns. useful for modulating signaling 
through Toll-like receptors (TLR) . The methods involve contacting a 
TLR-expressing cell with a small mol. having a core structure including at 
least two rings. Certain of the compds . are 4-primary amino quinolines. 
Many of the compds. and methods are useful specifically for inhibiting 
immune stimulation involving at least one of TLR9, TLR8, TLR7, and TLR3 . 
The methods may have use in the treatment of autoimmunity, inflammation, 
allergy, asthma, graft rejection, graft vs. host disease, infection, 
sepsis, cancer, and immunodeficiency. 



G6 G7 — NH2 



: C0NH2 

■■ 35-7 36-34 



3§^^§^ 



G8 



■■ NH 



09 = alkylene <containing 1-10 C> 

G17 = S02NH2 

Patent location: claim 89 

Note: additional ring formation also claimed 

Note: or pharmaceutically acceptable hydrates or salts 
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CA 2531327 Al 20050113 CA 2004-2531327 20040706 

EP 1660092 A2 20060531 EP 2004-785803 20040706 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, 

CN 1984660 A 20070620 CN 2004-80024205 20040706 
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US 2003-493006P 20030807 
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AB 4-ArYlaminoquinazolines and analogs I [wherein A = 6-membered (hetero)aryl 
or carbocycle; L = [C (RLl ) (RL2 ) ] n or -N (RLl ) C (0) - ; RLl, RL2 = H or alkyl; 
n = 0-2; Rl = Me or ethyl; Ar = (un) substituted (hetero) aryl; R2-R6, 
R12-R17 = H, halo, N3, OH, thiol, nitro, CN, NH2, alk(en/yn)yl or alkoxy; 
B, D, Q, T, U, V = C or N, wherein at least one of B and D is N; etc. or 
pharmaceutically acceptable salts or solvates thereof] were prepared as 
activators of caspases and inducers of apoptosis. For example, 
2, 4-quinazolinedione was refluxed with neat phosphorylchloride to give 
2 , 4-dichloroquinazoline in 96% yield, which was coupled with 
4-methoxy-N-methylaniline to afford II in 87% yield. II exhibited caspase 
activation (EC50 2 nM for human breast cancer cell line T-47D, 24 h) , 
inhibition of cell proliferation (GI50 8 nM for T-47D) , inhibition of 
tubulin polymerization (IC50 <500 nM) and cytotoxicity in multidrug resistant 
cells (IC50 2.9 nM for MCF-7 cell line). Other biol. activities of the 
invented compds . have also been tested. Therefore, I and pharmaceutical 
compns. thereof (examples given) are effective activators of caspases and 
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inducers of apoptosis, and useful in the treatment of such as cancer, 
autoimmune and inflammation. Disclosed are 4-arylaminoquinazolines and 
analogs thereof effective as activators of caspases and inducers of 
apoptosis . 




■■ CH=CHCH=CH (opt. substd. by G2) 



G9 



■■ NH2 / piperidino 
■■ 1 or more N / 31 



3^ 
GIO 
C(0)-G8 



Gil = Me 

G12 = G13 

G13 = (0-3) CH2 

G16 = Ph (opt. substd. by G17) 

Patent location: claim 
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F 




■NH2 



II 



AB Title compds . represented by the formula I [wherein Rl = (un) substituted 
(cyclo) alkyl, (hetero) aryl, cycloalkylalkyl, etc.; R2 = H or alkyl; R3 = 
H, (un) substituted SOnalkyl, 2-oxopyrrolidin-l-yl , cycloalkyl, etc.; R4 = 
H or SOnalkyl; R5 = H, halo, alkyl, alkoxy; n = 0-2; and pharmaceutically 
acceptable salts thereof] were prepared as phosphodiesterase inhibitors. 
For example, reaction of 4-chloro-6- (methylsulf onyl) -3- 
quinolinecarboxamide with 3-f luoroaniline gave II. Selected prepared 
compds. were tested for inhibition of PDE4B (human recombinant) enzyme and 
PDE5 with pIC50 values in the range of 6.0-11.7 and 4.5-7.0, resp. Thus, 
I and their pharmaceutical compns. are useful as phosphodiesterase 
inhibitors, especially PDE4 inhibitors, for the prophylaxis or treatment of a 
clin. condition, such as inflammatory and/or allergic diseases (no data) . 



MSTR 1 




G44 



Gl 
G8 
G22 



= benzothiazolyl 
= NH 
= 84 




G23 

G24 



= S02 

= piperidino (substd. by 1 or more 335) 



^^^O)-G50 



G43 



= 146 
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REFERENCE COUNT: 



claim 1 

also incorporates claim 25 structures II, III, and 
XXIX 

substitution is restricted 
additional oxo formation also claimed 
or pharmaceutically acceptable salts 
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Title compds. I, II, and III [wherein Rl = (un) substituted (cyclo)alkyl, 

(cyclo) alkenyl, alkynyl, aryl; R2 = H, halo, OH, carboxy, carbamoyl, 
amino, (un) substituted alkyl, alkoxy; T = independently H, halo, OH, 
carboxy, carbamoyl, amino, cyano, N02, alkenyl, alkynyl, cycloalkyl, 
(un) substituted alkyl, alkoxy; p = 0-5; L = aminocycloalkylideneamino, 
etc.; Y = bond, CH2, 002, OCO, S02, CO, CS, CONH, CSNH, etc.; with 
provisos; and pharmaceutically acceptable salts, hydrates, or solvates 
thereof] were prepared as antagonists of melanin concentrating hormone (MCH) , 
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endogenous ligand of G-protein coupled receptors (GPCRs) . Examples 

include solution and solid phase general synthetic methods and phys . data for 

nearly 3400 invention compds . In addition, all exemplified compds . were 

assayed using high throughput functional screening to detect intracellular 

Ca2+ concns. for accessing GPCR activation. For instance, reaction of 

2 , 4-dichloro-6-methylpyrimidine with dimethylamine gave 

2-chloro-4- (dimethylamino) -6-methylpyrimidine (40%), which was coupled 
with cis- ( 4-aminocyclohexyl ) carbamic acid tert-Bu ester (60%). 
Deprotection (72%), amidation, and workup provided the benzamide 
IV-TFA. The latter demonstrated MCH antagonist activity with an IC50 
value of 7.6 nM. Thus, pharmaceutical compns. comprising I are useful for 
the prophylaxis or treatment of improving memory function, sleeping and 
arousal, anxiety, depression, mood disorders, seizure, obesity, diabetes, 
appetite and eating disorders, cardiovascular disease, hypertension, 
dyslipidemia, myocardial infarction, binge eating disorders including 
bulimia, anorexia, mental disorders including manic depression, 
schizophrenia, delirium, dementia, stress, cognitive disorders, attention 
deficit disorder, substance abuse disorders, and dyskinesias including 
Parkinson's disease, epilepsy, and addiction (no data). This is part I of 
three in a series covering the patent. 

MSTR lA 




G6 



G2 = NHNH2 

G6 = C0NH2 

Patent location: claim 1 

Note: substitution is restricted 

Note: additional substitution also claimed 
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GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [wherein Q = (un) substituted 1 , 4-phenylene, II or III; R5 
= independently OH, halo, alkyl, alkenyl, alkoxy, N02, etc.; r = 0-2; L = 
CH, CR5, N; Y = -CHa (R4 ) d [CHb (R4 ) c] v or a single bond; Rl = H, 
cyclo/alkyl; A = benzene ring or (C3-C7 ) cycloalkyl ; each R2 = 
independently OH, halo, alkenyl, alkynyl, alkyl, alkoxy, N02, 
monoalkyl/dialkyl/amino, -S-alkyl, -C0-NH2, CHO, etc.; R3 = H, alkyl, 
alkenyl, alkylcarbonyl , aminocarbonyl, (un) substituted Ph, naphthyl, 
benzyl, etc.; R4 = independently OH, halo, amino, oxo, CHO, alkyl, 
alkenyl, alkynyl, alkylcarbonyl, aminocarbonyl, (un) substituted 
cycloalkyl, Ph, naphthyl, benzyl, etc.; or R3 and R4 or R4 and R4 with any 
of the ring atom(s) to which they are attached = condensed (un) substituted 
5-7 carbocyclic to heterocyclic ring; Ra, Rb = independently H, OH, halo, 
alkyl, alkenyl, alkynyl, alkoxy, N02, monoalkyl/dialkyl/amino, -S-alkyl, 
CN, (un) substituted cycloalkyl, Ph or 5-6 membered heterocyclyl, etc.; or 
Rb as defined above and RaCCNRl = condensed (un) substituted 5-7 membered 
heterocycle; or RaCCRb = condensed (un) substituted 5-7 membered non-aromatic 
carbo- or heterocyclic ring; a, b, c, d = independently 0-2; n = 0-3; q = 

0- 4; V = 0-1; with provisos; their pharmaceutically acceptable salts and 
esters] were prepared as alpha-2, in particular selective a-2C, 
adrenoreceptor antagonists. Amination of 2-methylpiperidine with 

1- chloro-4-nitrobenzene, raethylation with Mel, and reduction of the nitro 
intermediate gave 3-Methyl-l- ( 4-nitrophenyl ) piperazine (IV). 
Cyclocondensation of 2, 3-dimethylaniline with Et 2-methylacetoacetate, 
chlorination with S02C12, and alkylation of amine IV with the resulting 
chloride gave the dialkylated amine V. I are useful for treating CNS 
disorders, especially depression. 
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Gl = P-C6H4 (opt. substd. by (1-3) G2) 

G16 = CH=CHCH=CH (opt. substd. by 1 or more G17) 
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G18 = C0NH2 



Patent location: 

Note: 

Note: 



claim 1 
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GI 



Rl 




0. 



^Ar 



N' 



X, 



Y 



I 



AB The title compds . [I; Rl = H, halo, CN, carboxamido , etc.; XY = 

N:CR2CR3:N, N:CR2CR4:CH, N:CR2N:CH, N:CR20, NHCR5:CH; R2 , R3 = H, halo, 
NH2, mono- or dialkylamino, alkyl; R4 = H, alkyl; R5 = H, halo, CF3, 
pentaf luoroethyl, alkyl; Ar = (un) substituted Ph, naphthyl, indolyl, 
indazolyl, thienyl, etc.; n = 1-2], useful for the treatment of depression 
(including but not limited to major depressive disorder, childhood 
depression and dysthymia) , anxiety, panic disorder, post-traumatic stress 
disorder, premenstrual dysphoric disorder (also known as premenstrual 
syndrome) , attention deficit disorder (with and without hyperactivity) , 
obsessive compulsive disorder, social anxiety disorder, generalized 
anxiety disorder, obesity, eating disorders such as anorexia nervosa and 
bulimia nervosa, vasomotor flushing, cocaine and ale. addiction, sexual 
dysfunction and related illnesses, were prepared Thus, reacting 
[ (2S) -8-methyl-2, 3-dihydro [1, 4]dioxino [2, 3-f] quinolin-2-yl] methyl 
4-bromobenzenesulf onate with 3-chlorophenylpiperazine . HCl in the presence 
of EtN(iso-Pr)2 in DMSO afforded 68% ( 2S ) -2- { [ 4- ( 3-chlorophenyl ) piperazin- 
l-yl]methyl}-8-methyl-2, 3-dihydro [1, 4 ] dioxino [ 2 , 3-f ] quinoline . The 
exemplified compds. I were tested for 5-HT transporter affinity, 5-HTlA 
receptor affinity, and antagonistic activity at 5-HTlA receptors and biol. 
data were given. The pharmaceutical composition comprising the compound I is 
claimed. 
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AB Podophyllotoxin derivs., such as I [Rl, R2, R3, R7 = H, alkyl; R4, R6 = 

alkyl; R5 = H, P(0)(0Ra)2; Ra = H, alkyl; T = H; XT = :N; X = bond, 0, S, 
NRb; Rb = H, alkyl; Y = 5-membered heteroaryl or heterocyclyl , optionally 
substituted with one or more halogen, alkyl, cyclyl, aryl, heteroaryl, 
heterocyclyl, etc.], were prepared for their therapeutic use as anticancer 
agents. Thus, podophyllotoxin derivative II was prepared via a multistep 
synthetic sequence starting from 4 ' -demethyl-4p-bromo-4- 

desoxypodophyllotoxin (prepared from podophyllotoxin) , 2-aminothiazole-4- 
acetic acid and (trimethylsilyl)diazomethane. II showed unexpectedly high 
levels of cellular protein-linked DNA breaks (PLDB) induction in KB cells 
when tested at 5ng/mL. This invention also features a method for 
treating cancer. 

MSTR 1 




G2 = 48-8 49-117 48-1 
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AB The title compds. [Rl = H, halo, CN, carboxamido, etc.; XY = N:CR2CR3:N, 
N:CR2CR4:CH, N:CR2N:CH, N:CR20, NHCR5:CH; R2, R3 = H, halo, NH2, mono-or 

dialkylamino, alkyl; R4 = H, alkyl; R5 = H, halo, CF3, pentaf luoroethyl, 
alkyl; Ar = (un) substituted Ph, naphthyl, indoleyl, indazolyl, thienyl, 
etc.; n = 1-2], useful for the treatment of depression (including but not 
limited to major depressive disorder, childhood depression and dysthymia) , 
anxiety, panic disorder, post-traumatic stress disorder, premenstrual 
dysphoric disorder (also known as premenstrual syndrome) , attention 
deficit disorder (with and without hyperactivity) , obsessive compulsive 
disorder, social anxiety disorder, generalized anxiety disorder, obesity, 
eating disorders such as anorexia nervosa and bulimia nervosa, vasomotor 
flushing, cocaine and ale. addiction, sexual dysfunction and related 
illnesses, were prepared Thus, reacting [ (2S) -8-methyl-2, 3- 
dihydro [1,4] dioxino [2, 3-f ] quinolin-2-yl]methyl 4-bromobenzenesulf onate 
with 3-chlorophenylpiperazine.HCl in the presence of EtN(iso-Pr)2 in DMSO 
afforded 68% (2S)-2-{ [4- (3-chlorophenyl)piperazin-l-yl]methyl}-8-methyl- 
2, 3-dihydro [1, 4] dioxino [2, 3-f ] quinoline . The exemplified compds. I were 
tested for 5-HT transporter affinity, 5-HTlA receptor affinity, and 
antagonistic activity at 5-HTlA receptors and biol. data were given. The 
pharmaceutical composition comprising the compound I is claimed. 
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AZ, BY, 
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r5 N r2 I 

ORl 



AB A method for the treatment of a neurol. condition comprises administration 
of title compds . [I; Rl = H, (substituted) alkyl, alkenyl, acyl, aryl, 
heterocyclyl, antioxidant or targeting moiety; R2 = H; (substituted) 
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alkyl, alkenyl, aryl, heterocyclyl, alkoxy, antioxidant, targeting moiety, 
C0R6, CSR6, etc.; R6 = H, (substituted) alkyl, alkenyl, aryl, 
heterocyclyl, etc.; R, R', R3, R4, R5 = H, OH, halo, S03H, cyano, CF3, 
(substituted) alkyl, alkenyl, alkoxy, acyl, amino, thio, sulfonyl, 
sulfinyl, sulf onylamino, aryl, heterocyclyl, antioxidant or targeting 
moiety; with provisos]. Thus, 5 , 7-dichlor o-8-hydroxyquinoline-2- 
carboxylic acid (preparation given), dicyclohexylcarbodiimide, 
1-hydroxybenzotriazole hydrate, histamine dihydrochloride, and Et3N were 
stirred in DMF/CH2C12 to give 34% 5, 7-dichloro-8-hydroxyquinoline-2- 
carboxylic acid [2- (lH-imidazol-4-yl) ethyl] amide (PBT 1038). This 
inhibited metal-mediated lipoprotein oxidation with IC50 = 0.26 |liM. 
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AB Disclosed are pharmaceutical compns. of hepatitis C viral protease 

inhibitors having improved bioavailability, and methods of using these 
compns. for inhibiting the replication of the hepatitis C virus (HCV) and 
for the treatment of an HCV infection. These compns. include co-solvent 
systems, lipid based systems, solid dispersions and granulations, and all 
comprise the hepatitis C viral protease inhibitor, at least one 
pharmaceutically acceptable amine and optionally one or more addnl. 
ingredients . 
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MSTR 1 




G20 



120 




G21 



G21 



G21 



25 / 27 / 31 



2^23-G24 





G23 
G24 
G26 



= NH 

= aryl <containing 6-10 C> 
= NH2 / 34 



Page 117 



10/572,913 



Patent location: 

Note: 

Note: 



or tautomers 

additional substitution also claimed 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ANSWER 61 OF 131 MARPAT COPYRIGHT 2008 ACS on STN 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



139:381510 MARPAT 
Preparation of piper 
agents 

Wang, Tao; Wallace, Owen B.; 
Kadow, John F.; Zhang, Zhong: 
Bristol-Myers Squibb Company 
PCT Int. Appl., 121 pp. 
CODEN: PIXXD2 
Patent 
English 



derivatives as antiviral 

Meanwell, Nicholas A.; 
:ing; Yang, Zhong 
USA 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2003092695 
W: AE, AG, 



RW: GH, GM, 



US 20040009985 
US 7037913 
AU 2003220480 
EP 1499319 
EP 1499319 

R: AT, BE, 
IE, SI, 
AT 380030 
ES 2297146 
PRIORITY APPLN. INFO 



Al 
AL, AM, 

cu, cz, 

HU, ID, 
LU, LV, 
PT, RO, 
UG, UZ, 
KE, LS, 
MD, RU, 
GB, GR, 
CF, CG, 

Al 

B2 



WO 2003-US8893 

BA, BB, BG, BR, BY, 

DZ, EC, EE, ES, FI, 

JP, KE, KG, KP, KR, 

MK, MN, MW, MX, MZ, 

SE, SG, SK, SL, TJ, 

ZA, ZM, ZW 



AT, AU, AZ, 

DE, DK, DM, 

IL, IN, IS, 

MA, MD, MG, 

RU, SC, SD, 

VC, VN, YU, 

MW, MZ, SD, SL, SZ, TZ, UG, 



ZM, 



BG, 



2003 


10321 






BZ, 


CA, 


CH, 


CN, 


GB, 


GD, 


GE, 


GH, 


KZ, 


LC, 


LK, 


LR, 


NI, 


NO, 


NZ, 


OM, 


TM, 


TN, 


TR, 


TT, 


ZW, 


AM, 


AZ, 


BY, 


DE, 


DK, 


EE, 


ES, 


SE, 


SI, 


SK, 


TR, 


NE, 


SN, 


TD, 


TG 



CY, CZ, 
LU, MC, NL, PT, RO, 
GN, GQ, GW, ML, MR, 

US 2003-393030 20030320 

AU 2003-220480 20030321 
EP 2003-716789 20030321 



CH, DE, 
LT, LV, 



TJ, TM, AT, 
HU, IE, IT, 
CI, CM, GA, 

20040115 

20060502 
20031117 
20050126 
20071205 

DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, 
', AL, TR, BG, CZ, EE, HU, SK 
AT 2003-716789 20030321 
ES 2003-716789 20030321 
US 2002-376731P 20020501 
WO 2003-US8893 20030321 



FI, RO, MK, 
20071215 
20080501 



Page 118 



10/572, 913 




AB The title piperazine compds. with general formula of Q- (C=W) m- (CR1R2 ) n- 
(C=0) p-T-CO-A [wherein Q = naphthyl, quinolyl, quinoxalinyl , etc.; A = 
alkoxy, alkyl, cycloalkyl, Ph, or heteroaryl; W = 0 or NH; T = 
(un) substituted piperazine; m, n, and p = independently 0-2; Rl and R2 = 
independently H, OH, alkyl, alkoxy, CN, or F; or Rl and R2 together form 
CO, CS, C=NH, or (un) substituted C=NOH, etc., with the carbon atom 
attached] and pharmaceutically acceptable salts thereof are prepared as 
antiviral agents for the treatment of HIV and AIDS. For example, the 
compound I was prepared in a multi-step synthesis. I showed EC50 of 0.5 to 5 
(xM against human HIV-1 receptors. 
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AB The compns. contain colorants represented by general formulas selected 

from (i) I (XI = II, III, etc.; Rl = H, substituent; m = 0-4 integer; R = 
substituent; R2, R3 = H, substituent), (ii) X2 : N (CR2 : CR3 ) nCR4 : Y2 or 
X3CRa( :CR3CRb)n:NYl (X2, X3 = coupler residue; R2-R4, Ra, Rb = H, 
substituent; n = 0, 1, 2; when n = 0, Ra = H, substituent other than 
electron-withdrawing group; when n = 1, 2, Rb = H, substituent other than 
electron-withdrawing group; Yl, Y2 = atom group 5- or 6-membered aromatic 
hydrocarbon ring or heterocyclic ring), or (iii) IV and V (Rl = H, 
substituent; Yl = same as above; r = 0, 1, 2, 3) . The dispersions contain 
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in aqueous media fine particles involving the colorant compns. and polymers 
and/or high-b.p. organic solvents. The ink-jet inks contain the color 
compns. or the dispersions. Thus, a water-based colorant composition 
containing 4% 

VI was exemplified. 
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Title comounds I [A = (un) substituted aryl, benzyl, phenylethyl, etc.; Rl, 
R2 = H, Me, Et, etc.; R3 = alkyl, fluoroalkyl; B = Me or Et substituted 
methylene, carbonyl; Q = (un) substituted quinoline or isoquinoline] and 
their pharmaceutically acceptable salts were prepared For example, 
condensation of 8-quinolinamine and epoxide II afforded quinoline III. 
Compds. I are noted useful as anti-inflammatory agents (no data provided). 



Gl^sV^lG 

G16 = quinolinyl (opt. substd. by 1 or more G17) 
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AB The invention concerns hair dyes that are prepared from two components; 
component Al contains a quinolinium derivative; component A2 includes a 
nucleophile compound Other direct dyes can be added; solns., emulsions, 
creams, foams, gels can be formulated. Thus component Al contained (g) : 
4-chloro-l-ethylquinolinium tetraf luoroborate 0.70 decyl glycoside 4.0; 
EDTA disodium salt 0.2; ethanol 5.0; water to 100. Component A2 included: 
1, 4-diaminobenzene 0.27; decyl glycoside 4.0; EDTA disodium salt 0.2; 
ethanol 5.0; 25% ammonia solution 6.0; water to 100. 



Y y Gio 

G2 Gl G12 



G2 = C0NH2 / 27 / S02NH2 




G7 = NH 

Patent location: claim 1 
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SL, SZ, 
BE, BG, 
LU, MC, 
GN, GQ, 
AU 20i 
EP 201 
GB, GR, 
CY, AL, 
US 201 
JP 201 
WO 201 



ZW 

TZ, UG, ZM, 
CH, CY, CZ, 
NL, PT, RO, 

GW, ML, MR, 
03-211594 
03-743594 
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AB It is intended to provide compns. and kits for treating tumor whereby the 
angiogenesis inhibitory activity and the antitumor activity of a 
sulf onamide-containing heterocyclic compound represented by the following 
formula (I) can be more effectively exerted. By combining with a VEGF 
inhibitor or an FGF inhibitor, the sulf onamide-containing heterocyclic compound 
can be effectively employed in treating cancer. 
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: N / 38 



-G15 



alkylamino <containing 1-4 C> 
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N- (azabicyclyl) arylamides, such as RNR1C(:X)W [R = azabicyclyl ; Rl = H, 
alkyl, cycloalkyl, haloalkyl, aryl; W = heteroaryl; X = 0, S], were prepared 
for therapeutic use as nicotinic acetylcholine receptor agonists. These 
amides are useful for the treatment of central nervous system disorders, 
such as cognitive and attention deficit symptoms of Alzheimer's, 
neurodegeneration associated with diseases such as Alzheimer's disease, 
pre-senile dementia (mild cognitive impairment), senile dementia, 
schizophrenia, psychosis, attention deficit disorder, attention deficit 
hyperactivity disorder, mood and affective disorders, amyotrophic lateral 
sclerosis, borderline personality disorder, traumatic brain injury, 
behavioral and cognitive problems associated with brain tumors, AIDS dementia 
complex, dementia associated with Down's syndrome, dementia associated with 

Bodies, Huntington's disease, depression, general anxiety disorder, 
age-related macular degeneration, Parkinson's disease, tardive dyskinesia. 
Pick's disease, post traumatic stress disorder, dysregulation of food 
intake including bulimia and anorexia nervosa, withdrawal symptoms associated 
with smoking cessation and dependent drug cessation, Gilles de la 
Tourette's Syndrome, glaucoma, neurodegeneration associated with glaucoma, or 
symptoms associated with pain. Thus, the hydrochloride salt of amide I was 
prepared via a multistep synthetic sequence which concluded with an 
amidation reaction of the corresponding ( 2S, 3R) -azabicyclic amine 
dihydrochloride with 2-naphthoic acid using diphenylphosphinic chloride 
and Et3N in THF . The prepared amides were assayed for human a7-5HT3 
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II 



AB Novel aryl- and heteroarylpiperazines of formula I [Rl = alkyl, alkenyl, 

alkynyl, cycloalkyl, not isobutyl; R2 = H, alkyl; R1R2 = alkylene; R3 = H, 
halo, OH, CF3, 0CF3, alkyl, cycloalkyl, alkoxy, aryl, etc.; A = aryl, 
heteroaryl, etc.] are prepared and used in pharmaceutical compns. The 
compds . show a high and selective binding affinity to the histamine H3 
receptor indicating histamine H3 receptor antagonistic, inverse agonistic 
or agonistic activity. As a result, the compds. are useful for the 
treatment of diseases and disorders related to the histamine H3 receptor. 
Thus, II was prepared from 1- ( 4-hydroxyphenyl ) piperazine and cyclopentanone 
in 49% yield. 
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N Y 




95 / alkylamino <containing 1-6 C> (opt. substd.) 



013 = NH2 / heterocycle <containing 1 heteroatom, 1 N, 

3-6 C, attached through 1 N, monocyclio 
Patent location: claim 1 

Note: substitution is restricted 

Note: additional ring formation also claimed 

Note: also incorporates claim 57 
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AB The invention provides a method of modulating an Edg-2, Edg-3, Ed-4 or 
Edg7 receptor-mediated biol. activity in a cell. A cell expressing the 
Edg-2, Edg-3, Edg-4 or Edg 7 receptor is contacted with a modulator of the 
Edg-2, Edg-3, Ed-4 or Edg 7 receptor sufficient to modulate receptor 
mediated biol. activity. In another aspect, the present invention 
provides a method for modulating an Edg-2, Edg-3, Ed-4 or Edg-7 receptor 
mediated biol. in a subject. A therapeutically effective amount of a 
modulator of the Edg-2, Edg-3, Ed-4 or Edg7 receptor is administered to 
the subject. Preparation of compds., e.g. 
4,4, 4-trif luoro-3-oxo-N- (5-phenyl-2H- 

pyrazol-3-yl) butyramide, is described. 

MSTR 20 



G5 ^ 

G5 

Gl = 34-5 35-2 



35^N^^G2 



G2 = 63 / C0NH2 (opt. substd.) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [Rl, R2 = H, halo, OH, etc.; R3, R4 = H, halo-alkyl, 
substituted alkyl, i.e., OH, alkoxy, alkyl-S, etc.; R5 = pheny, 
substituted cycloalkyl, i.e., H, halo, OH, etc.;] and their 
pharmaceutically acceptable salts were prepared For example, N-alkylation 
of N-methylpiperazine by chlorobenzimidazolyl II, e.g., prepared from 
1, 3-dihydro-l- ( 4-piperidinyl) -2H-benzimidazol-2-one in 2-steps, afforded 
2-benzimidazolylamine III in 15% yield. In selective affinity studies of 
opioid receptors, i.e., ORLl, n, k and 6, some examples of 
compds. I exhibited good ORLl-receptor agonist activity. Compds. I are 
claimed useful as analgesics. 
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AB The invention relates to novel bicyclic N-arylamides , R1C(:0)NR2R3 [Rl = 
1-azabicyclo [m.n.p] alkyl (7 - 11 ring atoms, optionally substituted with 
Cl-6-alkyl) ; m, n = 2, 3; p = 1, 2, 3; R2 = 8 - 10 membered heteroaryl, 
naphthyl, azulenyl (optionally substituted with H, halogen, CHO, C0NH2, 
CN, CF3, CF30, N02, Cl-6-alkyl, Cl-6-alkoxy, Cl-6-alkylthio) ; R3 = H, 
Cl-6-alkyl] and their salts, solvates and salt solvates, to a method for 
the production thereof, characterized by reaction of RICOX [X = OH, 
appropriate leaving group] with R2R3NH in the presence of a base, and to 
the use of the same for producing pharmaceuticals for the treatment and/or 
prophylaxis of diseases and for improving perception, power of concentration, 
learning capacity and/or memory retention. Thus, N-(6- 
quinoxalinyl ) quinuclidine-3-carboxamide hydrochloride (I-HCl) was 
prepared from quinuclidine-3-carbonyl chloride hydrochloride and 
(6-quinoxalinyl) amine in DMF containing EtN(CHMe2)2 and catalytic DMAP. 
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G7 — G4 



G2 = NH 

G4 = quinolinyl (opt. substd. by 1 or more G5) 
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AB Title compds. I [X = N, (un) substituted CH; J = alkylene, alkenylene, 

alkynylene, CO, C:S, (un) substituted C :NH, NH, CONH, CSNH, C(:NH)NH, CH:N, 
0, S, S(0), S02, alkylenamino, alkylenoxy; K = bond, alkylene, CO, CS, 0, 
S, S(0), S02, (un) substituted C:NH, NH; L = H, (un) substituted OH, alkyl, 
heteroalkyl, aryl, heteroaryl, NH2, acyl, thioacyl, CH:NH, carbamoyl, 
thiocarbamoyl, C02H; JK, JL, KL = heterocyclic; B = 5-6-membered 
heteroarom. ; R, Rl = H, halogen, (un) substituted alkyl, alkenyl, alkynyl, 
alkoxy, alkylthio, NH2, cycloalkyl, heterocyclic, CN, N02, acyl, 
alkoxycarbonyl, C0NH2, S02NH2] were prepared for use in the treatment of 
inflammatory, immunoregulatory, metabolic and cell proliferative 
conditions or diseases. Thus, 5-chloroisatin was iodinated, cyclized with 
5-acetyl-l-methyl-2-tert . -butyldimethylsilylimdazole, substituted with 
CH2:CHCN, reduced, and treated with 4-methylpyridine to give the quinoline 
II. I had IC50 < 30 nM for inhibition of IKKp. 
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GIO = S02NH2 

G12 = NH (opt. substd. ) 

G13 = Ph 

Patent location: claim 1 

Note: or pharmaceutically acceptable salts or prodrugs 

Note: substitution is restricted 
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r4 




r5 I 



AB Title compds. [I; Rl, R2 = H, (substituted) alkyl, alkenyl, alkynyl, 
cycloalkylalkyl , aralkyl, etc.; R1R2N = 4-11 membered (bridged) 
(substituted) heterocyclyl ; R3, R4 = H, halo, (substituted) alkyl, 
alkenyl, alkynyl, perf luoroalkyl, cycloalkyl, cycloalkylalkyl, aryl, 
aralkyl, heteroaralkyl , 0R7, N(R7)2, cyano, etc.; R3R4 = atoms to form 5-7 
membered (substituted) ring; R5 = H, halo, alkyl, perf luoroalkyl, 0R7, 
N(R7)2; R6 = (CH2)nR7, (CH2)nCN, (CH2)nC02R7, (CH2)nOR7, (CH2 ) nN (R7 ) 2 , 
etc.; R7 = H, alkyl, aryl, heteroaryl, cycloalkyl, aralkyl, aralkenyl, 
cycloalkylalkenyl, etc.; n = 0-5], were prepared for the treatment or 
prevention of obesity, eating disorders, osteoarthritis, cancer, AIDS 
wasting, cachexia, frailty, mental disorders, stress, cognitive disorders, 
sexual function, reproductive function, kidney function, locomotor 
disorders, attention deficit disorder (ADD) , substance abuse disorders and 
dyskinesias, Huntington's disease, epilepsy, memory function, and spinal 
muscular atrophy. Thus, 2-piperidin-l-ylquinolin-6-amine and 
(2E) -3- (4-chlorophenyl)prop-2-enoyl chloride were stirred 3 h in HOAc to 
give (2E) -3- (4-chlorophenyl) -N- (2-piperidin-l-ylquinolin-6-yl)prop-2- 
enamide hydrochloride. I bound to MCH-IR receptors with IC50 = 0.1-10000 
nM. 
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heterocycle <containing 3 or more atoms, 

zero or more N, zero or more 0, 

zero or more S (no other heteroatoms ) , 

0 or more double bonds, mono- or polycyclic, 

including 5- or 5-membered rings> (opt. substd.) 
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AB Title compds. [I; Rl R2 = H, (substituted) alkyl, alkenyl, alkynyl, 

cycloalkylalkyl, heterocycloalkylalkyl, arylalkyl, heteroarylalkyl ; R1R2N 
= (substituted) heterocyclyl; R3, R4 = H, halo, (substituted) alkyl, 
perf luoroalkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, 
cycloheteroalkyl, cycloheteroalkylalkyl, aryl, arylalkyl, heteroaryl, 
heteroarylalkyl, 0R7, NR7R7, C02R7, cyano, CONR7R7; R3R4 = atoms to form a 
(substituted) 5-7 membered (hetero) cycloalkyl ; R5 = H, halo, alkyl, 
perfluoroalkyl, 0R7, NR7R7; R6 = (CH2)nR7, (CH2 ) naryl-R7, 
(CH2)n-heteroaryl-R7, (CH2 ) n-heterocycloalkyl-R7, (CH2)nCN, 
(CH2)nCON(R7)2, (CH2)nC02R7, (CH2)nCOR7, (CH2 ) nNR7COR7, 

(CH2)nNR7CO(CH2)nSR7 (CH2 ) nNR7C02R7, (CH2 ) nNR7C0N (R7 ) 2 , (CH2 ) nNR7S02R7 , 
(CH2)nS0pR7, (CH2 ) nS02N ( R/ ) 2 , (CH2)nOR7, (CH2 ) nOC (0) R7, (CH2 ) n0C02R7, 
(CH2)n02CN(R7) 2, (CH2 ) nN (R / ) 2, (CH2 ) nNR7S02N (R7 ) 2 ; R7 = H, (substituted) 
alkyl, aryl, heteroaryl, cycloalkyl, heterocycloalkyl , aralkyl, 
heteroarylalkyl, cycloalkylalkyl, heterocycloalkylalkyl, arylalkenyl, 
heteroarylalkenyl, cycloalkylalkenyl, heterocycloalkylalkenyl ; n = 0-5; p 
= 0-2], were prepared Thus, 2-propylquinoline-4, 6-diamine and 
(2E) -3- (4-chlorophenyl)prop-2-enoyl chloride were stirred 6 h in HOAc to 
give (2E) -N- ( 4-amino-2-propylquinolin-6-yl ) -3- ( 4-chlorophenyl ) prop-2- 
enamide. I are useful for the treatment or prevention of obesity or 
eating disorders, osteoarthritis, certain cancers, AIDS wasting, cachexia, 
frailty, mental disorders, stress, cognitive disorders, sexual function, 
reproductive function, kidney function, locomotor disorders, attention 
deficit disorder, substance abuse disorders, dyskinesias, Huntington's 
disease, epilepsy, memory function, and spinal muscular atrophy. I showed 
IC50 = 0.1-10000 nM for MCH-IR receptor binding activity. 
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including 5- or 6-membered rings> (opt. substd.) 
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AB This invention describes various processes for synthesis and resolution of 
racemic amino-substituted fused bicyclic ring systems (shown as I ; 
variables defined below), primarily 5, 6, 7, 8-tetrahydroquinolines (shown as 
II; e.g. 8-amino-2-methyl-5 , 6 , 7 , 8-tetrahydroquinoline ) and 
5, 6, 7, 8-tetrahydroisoquinolines (e.g. 5-amino-5 , 6 , 7 , 8- 

tetrahydroisoquinoline) . One process uses selective hydrogenation of an 
amino-substituted fused bicyclic aromatic ring system; for example. 
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8-amino-5, 6 , 7, 8-tetrahydroquinoline was obtained in 2 steps (100, 54 and 

91% yields) from 8-aminoquinoline via intermediates 8-acetylaminoquinoline 

and 8-acetylamino-5, 6, 7, 8-tetrahydroquinoline using Pt02/trif luoroacetic 

acid/H2 for the hydrogenation . An alternative process preps, the racemic 

amino-substituted fused bicyclic ring system via nitrosation; for example, 

5, 6, 7, 8-tetrahydroquinoline was converted with LDA/MTBE at -30° 

followed by isoamyl nitrite to 8-hydroxyimino-5, 6, 7, 8-tetrahydroquinoline 

(75%) that was hydrogenated using H2/Pd/C/MeOH to give 

8-amino-5, 6 , 7, 8-tetrahydroquinoline (100%). The present invention 

describes the enzymic resolution of a racemic mixture to produce the (R)- and 

(S)- forms of amino-substituted fused bicyclic rings as well as a 

racemization process to recycle the unpref erred enantiomer. For example, 

8-amino-5 , 6 , 7 , 8-tetrahydroquinoline was half reacted with EtOAc in iPr20 

at 60° in the presence of Candida antarctica lipase to give 

(R) - (-) -N- (5, 6, 7, 8-tetrahydroquinolin-8-yl) acetamide (97% ee) and 

unreacted (S) -(+) -8-amino-5, 6, 7, 8-tetrahydroquinoline (96% ee) . The amine 

could be racemized at 150° in a sealed tube under Ar with 87% 

yield. Further provided by this invention is an asym. synthesis of the 

(R)- or (S)- enantiomer of primary amino-substituted fused bicyclic ring 

systems. For example, (R) -(-) -8-amino-5, 6, 7, 8-tetrahydroquinoline (98% 

ee) was obtained in 4 steps (82, 95, 93 and 59% yields) starting from 

8-hydroxy-5, 6, 7, 8-tetrahydroquinoline via intermediates 

6, 7-dihydro-5H-quinolin-8-one, (R) - (-) - (6, 7-dihydro-5H-quinolin-8- 

ylidene) ( 1-phenylethyl ) amine, and (-) - ( ( IR) -1-Phenylethyl) - ( 8- (R) -5 , 6 , 7 , 8- 

tetrahydroquinolin-8-yl) amine using (R) - ( + ) -a-methylbenzylamine as 

chiral auxiliary. For I: ring A is a heteroarom. 5- or 6-membered ring, P 

is N, S or 0; ring B is a 5- or 6-membered cycloalkyl or heterocycloalkyl ; 

NH2 is located at a position on ring B; and R2 is located at any other H 

position on the fused bicyclic ring; m is 0-4; R2 = halo, nitro, cyano, 

carboxylic acid, alkyl, alkenyl, cycloalkyl, hydroxy, thiol, a protected 

amino, acyl, carboxylate, carboxamide, sulfonamide, an aromatic group and a 

heterocyclic group. The variable definitions for II and the isoquinolines 

are the same as for I. 
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Gl — NH2 



Gl 
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G2 



G2 



140 / C0NH2 (opt. substd.) / 
S02NH2 (opt. substd.) 



Page 143 



10/572,913 



G3 = acyl 

Patent location: claim 1 

Note: substitution is restricted 
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AU 2002319011 
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20030224 AU 2002-319011 20020808 

AU 2001-6881 20010808 
WO 2002-AU1064 20020808 
The present invention relates generally to mols. capable of interaction 
with one or more domains within a proteinaceous mol. such as a peptide, 
polypeptide, protein or a macromol. comprising a proteinaceous mol. More 
particularly the present invention relates to mols. including ligands 
which are capable of interacting with, and more particularly, binding to, 
SH3 protein domains or homologs thereof and even more particularly to 
mols. including ligands which are capable of binding to SH3 domains having 
a three-dimensional ligand-binding site comprising a neg. charged residue 
and a hydrophobic residue linearly separated by at least five amino acid 
residues. The subject invention is preferably directed to the use of 
2-aminopyridine, 2-aminoquinoline, 1-aminoisoquinoline and derivs., 
homologs, analogs and mimetics thereof or pharmaceutically acceptable 
salts thereof which interact with SH3 domains, and more particularly to 
the binding of 2-aminopyridine, 2-aminoquinoline, 1-aminoisoquinoline and 
derivs. analogs and mimetics to SH3 domains as defined above. The present 
invention contemplates the use of a three dimensional structure of the 
subject SH3 domain to identify, screen and design amino-substituted and 
amino-substituted pyridines and aminoquinolines capable of binding to an 
SH3 domain. The present invention is also useful for the in silico 
selection of derivs. homologs, analogs and mimetics of 2-aminopyridine, 
2-aminoquinoline, 1-aminoisoquinoline capable of binding to SH3 domains. 
The ligands of the present invention are useful in the development of a 
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range of therapeutic and diagnostic agents. 
MSTR 2 



■■ C0NH2 / alkylamino <containing 1-12 C> 



(opt. substd.) 
Patent location: 
Note: 

Note: 
Note: 

Stereochemistry: 
REFERENCE COUNT: 



claim 1 

additional oxo group substitution, fused ring 
formation, and unsaturation also claimed 
substitution is restricted 

or pharmaceutically acceptable salts or other 

derivatives 

or diastereoisomers 

THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I; ring containing Z = II, III (wherein Rl, R2 = H, alkyl, 
halo, etc.); R3 = H, alkyl, alkoxy, etc.; R4 = BC (B = IV, V; C = 
(un) substituted Ph, 1-naphthyl, 1-pyrrolyl, etc.; A = CH, N; R5-R7 = H, 
alkyl, alkoxy, etc.); R = pyridylmethylamino, 2- (pyridyl ) ethylamino, 
4- (pyridyl) piperazino, etc.] which act as oxytocin receptor competitive 
antagonists, and therefore are useful in treatment, inhibition, 
suppression or prevention of preterm labor, dysmenorrhea, endometritis, 
suppression of labor at term prior to Caesarian delivery, and to 
facilitate antinatal transport to a medical facility, were prepared Thus, a 
7-step synthesis of VI which showed IC50 of 11.2 nM against human oxytocin 
receptor binding, was given. The compds. I are also useful in enhancing 
fertility rates, enhancing survival rates and synchronizing estrus in farm 
animals, and may be useful in the prevention and treatment of dysfunctions 
of the oxytocin system in the central nervous system including obsessive 
compulsive disorder (OCD) and neuropsychiatric disorders. 
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REFERENCE COUNT: 



or pharmaceutically acceptable salts 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . [I; ring containing Z = II, III (wherein Rl, R2 = H, alkyl, 
halo, etc.); R3 = H, alkyl, alkoxy, etc.; R4 = BC (B = IV, V; C = 
(un) substituted Ph, 1-naphthyl, 1-pyrrolyl, etc.; A = CH, N; R5-R7 = H, 
alkyl, alkoxy, etc.)] which act as oxytocin receptor competitive 
antagonists, and therefore are useful in treatment, inhibition, 
suppression or prevention of preterm labor, dysmenorrhea and endometritis, 
suppression of labor at term prior to Caesarian delivery, and to 
facilitate antinatal transport to a medical facility, were prepared E.g., a 
7-step synthesis of VI which showed IC50 of 1.37 nM against human oxytocin 
receptor binding (CHO cell line), was given. The compds. I are also 
useful in enhancing fertility rates, enhancing survival rates and 
synchronizing estrus in farm animals, and may be useful in the prevention 
and treatment of disfunctions of the oxytocin system in the central 
nervous system including obsessive compulsive disorder (OCD) and 
neuropsychiatric disorders. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; ring containing Z = II, III; Rl, R2 = H, alkyl, halo, 
ON, etc.; R3 = H, alkyl, alkoxy, etc.; R4 = BC (wherein B = IV, V; C = 

(un) substituted Ph, 1-naphthyl, 1-pyrrolyl, etc.; A = CH, N; R5-R7 = H, 
alkyl, alkoxy, etc.); R = OH, NR11R12, (un) substituted 

4-oxopiperidin-l-yl , etc. (Rll, R12 = H, alkyl, cycloalkyl, etc.)], useful 
for the treatment and/or prevention and/or suppression of disorders which 
may be remedied or alleviated by oxytocin antagonist activity, including 
treatment of preterm labor, dysmerorrhea, endometritis, and for 
suppressing labor prior to Caesarian delivery, were prepared Thus, 
amidation of VI [R = OH] (multi-step synthesis given) with 
1- (tert-butoxycarbonyl)piperazine afforded VI [R = 4-tert- 
butoxycarbonylpiperazin-l-yl] which showed 56% inhibition of binding to 
membranes of CHO cell line stably transfected with human oxytocin receptor 
at ICQ nM vs. 2% and 13% inhibition of binding to membranes of CHO cell 
line stably transfected with human vasopressin Via and V2 receptor 
subtypes, resp. The compds. I are also useful in enhancing fertility 
rates, enhancing survival rates and synchronizing estrus in farm animals, 
and may be useful in the prevention and treatment of dysfunctions of the 
oxytocin system in the central nervous system including obsessive 
compulsive disorder (OCD) and neuropsychiatric disorders. 
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AB The invention concerns hair dye compns. that contain cationic direct dyes 
from the group of quinolinium salts. The compns. further contain other 
direct dyes, e.g. azo dyes, quinone dyes, and tr iphenylmethanes . 
Oxidative dyes, oxidation agent, synthetic polymers or modified natural 
polymers can be included. Thus 4- [ ( 4-aminophenyl ) amino] -1- 

ethylquinolinium-tetraf luoroborate was synthesized and used at an amount of 
0.01 g in a dye that also included 10.00 g ethanol and 10.00 g water. The 
dye mixture was diluted with 10% citric acid or 10% ammonia solution for 
testing 

the color effects. 
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G7 = heteroaryl 

Patent location: claim 1 

Note: additional ring formation also claimed 
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AB The invention provides di-Ph ether compds . as heparanase inhibitors 

suitable for treatment of diseases and disorders caused by or associated with 
heparanase catalytic activity, e.g. cancer, inflammatory disorders, and 
autoimmune diseases. Preparation and biol. activity of e.g. I are described. 
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5- to 7-membered monocyclic ring> (opt. substd.) 
claim 1 

and pharmaceutically acceptable salts 
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zw 


























GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 







PRIORITY APPLN. INFO. 



AU 2000-8413 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to compds . I [wherein: XI = bond or 0CH2; X2 = 
(CH2)l-2; X3 = bond, 0, or NH; Rl = (un) substituted Ph, indolyl, or 
carbazolyl [ substituents = 1 or 2 of OH, halo, N02, amino, formyl, 
(lower) alkylsulfonylamino, aryl (lower) alkoxy, and hydroxy ( lower ) alkyl ] ; R2 
= H or aryl (lower) alkyl; R3 = H or hydroxy (lower) alkyl; R4 = 
(un) substituted aryl, 4-quinolyl, phthalazinyl, quinazolinyl, cinnolinyl, 
or naphthyridinyl; with provisos], or their pharmaceutically acceptable 
salts. The compds. are p3 adrenergic receptor agonists, and 
therefore have gut sympathomimetic, antiulcer, anti-pancreatitis, 
lipolytic, and smooth muscle relaxant activities. In particular, I and 
salts are useful for the prophylactic and/or the therapeutic treatment of 
pollakiuria or urinary incontinence. Sixty precursor prepns. and 63 
invention examples, including well over 200 invention compds., are 
provided. For example, the structure of claimed compound II is typical. 
Another invention compound, phthalazine derivative III, was prepared from 
4- ( (2S) -2-amino-3-hydroxypropyl) phenol HCl, benzaldehyde, 

(28) -3-phenoxy-l, 2-epoxypropane, and 1-chlorophthalazine, in 4 steps. Ill 
at 0.32 mg/kg ( intraduodenal ) in beagle dogs gave 35.9% inhibition of 
carbachol-induced increase in intravesical pressure. 

MSTR 1 

T f 

G23 — Q3 

G2 

G3 = 497 



;13-G18 



G8 = phenylene 

G13 = NH 

G15 = NH2 

G18 = 502 

G25 

G25 X N G25 

G25 Y G25 
502 

G25 

G25 = 654 / 679 
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|24 

G9— S02-N— ^^0) 69^0)-G15 



Patent location: claim 1 

Note: substitution is restricted 

Note: and salts 

Note: also incorporates claim 5 
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AB Cationic rhodacyanine dye derivs. (I and II; XI, X2 = S, -CH=CH-; Rl, R2, 
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R3, R4 = Me, Et; Zl = -X2-C= (CH-CH) n=N+ (R3 ) - forming ring with thiazole, 
benzothiazole, thiazolin, 2-pyridine, 2-quinoline, 4-quinoline; q = anion; 
N = 0, 1) are claimed as inhibitors for interaction mot-2 protein and the 
p53 protein and are useful for studying cell cycle, cell proliferation, 
carcinogenesis, and treatment of p53 protein-related diseases, including 
cancer . 



// 



48-15 47-35 




G5 = acylamino / C0NH2 / S02NH2 

Patent location: claim 1 
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US 20030212100 Al 20031113 US 2002-239310 20020920 

PRIORITY APPLN. INFO.: JP 2000-79146 20000321 

WO 2001-JP2168 20010319 

GI 



R 




AB Title compds. [I; R = (CH3)2CHO, H, CH30; Y2 = CH, CCH3, N; R2 = H, CH30, 
CH3CH2; R3 = H, CH30, CH3 ; X = 4-CH20C6H4CH2CH (0CH2CH3 ) COOH, 
4-CH20C6H4CH2CH (OCH2CH3 ) COOCH2CH3 , H, 4-CH20C6H4CH2CH (OC6H5 ) C00CH3 , 
4-CH20C6H4CH2CH (OC6H5 ) COOH, 4-CH20C6H4CH2CH ( SC6H5 ) COOCH2CH3 , 
4-CH20C6H4CH : C ( SC6H5 ) COOH, 3-CH20C6H4CH2CH (OCH2CH3 ) COOCH2CH3 , 
3-CH20C6H4CH2CH(OCH2CH3)COOH; XI = H, 4-CH20C6H4CH2CH (OCH2CH3 ) COOCH2CH3 , 
C6H5, 4-CH20C6H4CH2CH(OCH2CH3)COOH; Y = N, CH; Yl = CH, N, CCl, CF, CF, 
etc.] are prepared as PPAR (peroxisome prolif erator-activated receptors) 
antagonists. Title compds. I offer the prevention or treatment of various 
diseases where PPAR-a and PPAR-y play roles as the causes. 
Thus, the title compound II was prepared and biol. tested for PPARa and 
PPARy antagonist activities. 

MSTR 1 



GI — GlO-0 G9 — G5 (^8 



GI = quinolinyl (opt. substd. by 1 or more G2) 

G2 =11 / 14 
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G3 = cycloalkyl <containing 3-4 C: 

Patent location: claim 1 

Note: 



or pharmacologically acceptable salts 
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(R2)a2 




(R2)a2 



The photoelec. converters contain semiconductor particles sensitized by . 
metal complex pigment LmlXm2MlL ' M2L"m3X ' m4 . CI , where L' =1, L = single 
bond, 0, S, alkenyl group, alkenylene group, arylene group, or hetero 
arylene group; Rl = carboxyl sulfonyl, hydroxyl, hydroxamic acid, 
phosphoryl, or phosphonyl group: R2 = substituents ; al and a2 = 0-4 
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integers, Rl can be same or different when al >2, and R2 can be 
same or different or forming a ring when a2 >2; n = 0-2 integer; L 
and L" = di- or tri-dentate ligand II with Za, Zb, and Zc = nonmetal atoms 
forming 5- or 6-membered rings, c = 0 or 1 ; X and X' = mono-or bi-dentate 
ligand selected from acyloxy, acylthio, thioacyloxy, thioacylthio, 
acylaminoxy , thiocarbamate, dithiocarbamate, thiocarbonate, 
dithiocarbonate, trithiocarbonate , acyl, thiocyanate, isothiocyanate, 
cyanate, isocyanate, cyano, alkylthio, arylthio, alkoxy, aryloxy groups, 
halogen, carbonyl, dialkyl ketone, 1 , 3-diketone, carbamide, thiocarbamide, 
and thiourea; ml and m3 = 0-2 integers, m2 and m4 = 0-4 integers, XI and 
X2 can be same or different or form rings among XI ' s and/or among X2 ' s 
when m2 and m4 >2; and CI = charge balancing counter ions. 
Photoelectrochem. cells use the photoelec. converters. 

MSTR 1 



G5 03 G21 



G8 



/G8 G8 



G8 



G8- 




-G8 



G8 



G8 



G8 



G8 



G8 



= 477 / 574 / 572 






GIG = NH2 

G13 = NH 

G14 = acyl 

G15 = NH2 

Patent location: 

Note: 

Note: 

Note: 



claim 1 

additional ligands also claimed 
as complexes 

substitution is restricted 
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The cells use semiconductor particles sensitized by metal complex pigments 
M(NRlR2R3)mLm' .CI, where M = metal atom, Rl-3 = H, alkyl, alkenyl or aryl 
groups, L = 1-3 dentate ligand I (Zl, Z2, Z3 = non-metal atoms forming 5- 
or 6-membered rings, p and q = 0 or 1), m = 1-5, (NR1R2R3) can be 
different from each other or joined together when m >2, m' = 1 or 
2, L can be different from each other when m' =2, and CI = counter ion for 
elec. balance of the pigment. 




G8 G8 G8 G8 

= 477 / 574 / 572 



^^^O)-G10 02S— G15 ^G13-G14 



GIG = NH2 
G13 = NH 
G14 = acyl 
G15 = NH2 
Patent location: 
Note: 



additional ligands also claimed 
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Note: 

Note: 



as complexes 
substitution 



rith G5 

-S restricted 
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A 




AB Heterocyclic compds . having sulfonamide or sulfonylurea groups, 

specifically heterocyclic compds. of general formula (I), pharmacol. 

acceptable salts of the same, or hydrates of both [wherein A is hydrogen, 

halogeno, optionally halogenated Cl-4 alkyl, hydroxy, cyano, (CO)k;NR2R3, 

or optionally substituted C2-4 alkenyl or alkynyl (wherein R2 and R3 are 

each independently hydrogen or optionally halogenated Cl-4 alkyl; k is 0 

or 1); B is optionally substituted aryl, monocyclic heteroaryl, or Ql 

(wherein the ring Q is an optionally substituted aromatic ring containing 1 or 

2 

N atoms; the ring M is optionally substituted and unsatd. C5-12 monocyclic 
or polycyclic ring sharing a double bond with the ring Q and optionally 
containing 1-4 heteroatom selected from N, 0, and S; the ring Q and M may 
share a N atom) ; K is a single bond or (CR4R5)m (wherein R4 and R5 are 
each independently hydrogen or Cl-4 alkyl; m is 1 or 2); T, W, X and Y are 
each independently =C(D)- (wherein D is hydrogen, halogeno, hydroxy, Cl-4 
alkyl, halo-Cl-4 alkyl, or the like) or nitrogen; U and V are each 
independently =C(D)-, nitrogen, oxygen, or CO; Z is a single bond or 
-CONH-; and Rl is hydrogen or Cl-4 alkyl] are prepared These compds. 
includes N-quinolinylpyridinesulf onamides, N-quinolinylbenzene sulfonamides 
, N-quinolinylquino line sulfonamides, N-quinoliny Undo line sulfonamides , 
N-quinolinylisoquinolinesulf onamides, N-quinolinylbenzofuransulf onamides, 
N-quinolinyltetrahydronaphthalane sulfonamides, N- 

quinolinylbenzoxat hi an sulfonamide, N-quinol iny Iben zot hi opyr an sulfonamide, 
N-isoquinolinylpyridinesulf onamides, N-i soquinol iny Iben zenesulf onamides, 
N-naphthyridinylpyridinesulf onamides, N-naphthyridiny Iben zenesulf onamides, 
N-quinoliny Ipyridazinesulf onamides, etc. They are useful as therapeutics 
based on angiogenesis inhibition such as antitumor agents, cancer 
metastasis inhibitors, and therapeutics for diabetic retinopathy, 
rheumatic arthritis, and hemangioma. Thus, 5-indansulf onyl chloride was 
added to a solution of 3-amino-8-bromoquinoline in pyridine and stirred at 
room temperature for 30 min to give N- ( 8-bromoquinolin-3-yl ) -5-indansulf onamide 
(II). II and N- ( 8-bromoquinolin-3-yl) -6-methoxypyridazine-3-sulf onamide 
in vitro showed IC50 of 0.04 and 0.53 (ig/mL, resp., against 
angiogenesis in rat aorta. 



MSTR 1 
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G3 G13— §02 G18 G14 

013 



G14 



■■ bond 
: N / 38 



-G15 



alkylamino <containing 1-4 C> 

(opt. substd. by 1 or more 02) / C0NH2 

42-5 43-8 



Patent location: 

Note: 

Note: 

REFERENCE COUNT: 



claim 1 

substitution is restricted 

additional ring formation also claimed 

THERE ARE 41 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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US 1998- 

NO 1999- 
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WO 1998- 

US 1998- 

US 2000- 



■504835 
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US12762 
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639622 
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19980618 
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19981211 
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AB Title compds. I [wherein; R, Rl, R2 and R3 are H, halo, alk (en) (yn) yl, OH, 
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alkoxy, amino, nitro, SH, imine, amide, CO, - (CH2) 0-8-R80, etc.; R4 is the 

same as R-R3 but not H; R5 is the same as R4 except that at least l(-8) 
CH2 precede R8 0; A is (un ) substituted with any number of R4 up to the number 
limited by stability and rules of valence; B is substituted with at least 
one instance of R5 up to the number limited by stability and rules of 
valence; R80 is (substituted) aryl, cycloalk ( en ) yl , heterocyclyl or 
polycyclyl.] and related quinoline derivs. are prepared as antimicrobial 
agents. For instance, synthesis of II is accomplished by alkylation of 
4-hydroxymethyl-6-trif luoromethyl-2- ( N-t-butoxycarbony Undo 1-3 - 
yl) quinoline with ( 4-t-butoxycarbonylaminomethyl ) benzyl iodide followed by 
deprotection . There are 282 examples of I provided. The min. inhibitory 
concentration (MIC) of I against at least one Gram-pos. bacterium is 0.1-10 
(xg/mL. Certain compds . of formula I have a therapeutic index in 
primates of at least 10 for the inhibition of infection by at least one 
Gram-pos. bacterium. 




■■ 0-C6H4 (opt. substd. by G2) 



2^(0)- 



G21 
G23 



■■ NH2 (opt. substd. ) 
atoms, 1 or more N, 
(opt. substd.) 



/ heterocycle <containing 4-8 
attached through 1 or more N> 



= NHC(NH)NH2 (opt. substd.) 



Patent location: 
Note: 



also incorporates later claims and broader 
disclosure 



REFERENCE COUNT: 



THERE ARE 43 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Indolylquinolines I [X = N; Y = NR; R-R3 = independently H, halogen, 
alkyl, alkenyl, alkynyl, OH, alkoxy, silyloxy, NH2, N02, SH, alkylthio, 
imino, amide, phosphoryl, phosphonate, phosphine, CO, C0NH2, anhydride, 
silyl, alkylsulf onyl, arylsulf onyl , alkylseleno, aldehyde, ester, 
heteroalkyl, CN, guanidine, amidine, acetal, ketal, amine oxide, 
(hetero) aryl, azide, aziridine, carbamate, epoxide, C(:NH)OH, imide, 
oxime, S02NH2, CSNH2, thiocarbamate, urea, thiourea, or (CH2)mR80; R4R5, 
R6R7 = atoms required to complete an (un) substituted fused benzo ring 
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system; R80 = (un) substituted aryl, cycloalkyl, cycloalkenyl, heterocycle, 

or polycycle; m = 0-8] were prepared by conventional or combinatorial 
synthetic methods for use as bactericides. Thus, 4-H2NCH2C6H4C02H was 
esterified, N-tert-butoxycarbonylated, reduced, and treated with iodine to 
give 4-BOCNHCH2C6H4CH2I, which was coupled with the 

indolylquinolinemethanol fragment and deblocked to give the product II. 
II had MIC's <7 (j,g/mL against methicillin-resistant Staphylococcus 
aureus, vancomycin-resistant Enterobacter sp., and Streptococcus 

pneumoniae . 




■■ 0-C6H4 (opt. substd. by G2) 



G21 
G23 



■■ NH2 (opt. substd.) / heterocycle <containing 4-8 
atoms, 1 or more N, attached through 1 or more N> 
(opt. substd.) 



Patent location: 
Note 



: NHC(NH)NH2 (opt. substd.) 



claim 1 

also incorporates later claims and broader 
disclosure 
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AB The recording layer of the materials contain azo chelates comprising of 

azo compound I (Rl-2 = H, (un) substituted alkyl, aryl; Rl and R2 may form a 
ring; R3-11 = H, halogen, nitro, cyano, OH, carboxyl, amino, carbamoyl, 
(un) substituted alkyl, aryl, heterocycle, etc; 2 of the neighboring R3-11 
may form rings; X = OH, alkyloxy, aryloxy, carboxy, amino, sulfo, etc.) 
and a metal. The materials are resistant to light and are storage stable. 

MSTR 1 




G3 = C0NH2 / alkylcarbonylamino (opt. substd.) 

Patent location: claim 1 

Note: as metal chelates 

Note: additional ring formation also claimed 
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OEt 



EtO, 



H 




H 



II 



AB X(CH2)nZZlCN [I; X = (un) substituted bicyclic (hetero)aryl or LTA; A = 
(un) substituted phenylene, -pyridinediyl, -pyr imidinediyl ; T = 0, S, 
(alkyl) imino (alkylene) , oxyalkylene, etc.; Z = 0, S, (alkyl or 
alkanoyl) imino; Zl = 2-unsubstituted-5, 6, 7, 8- (un) substituted 
quinoline-4, 3-diyl; n = 0 or 1] were prepared Thus, Me 2-amino-4, 5- 
diethoxybenzoate was N-condensed with HCNMe2/POC13 and the product 
cyclocondensed with MeCN to give, after P0C13 treatment, 
4-chloro-6, 7-diethoxyquinoline-3-carbonitrile which was aminated by 
6-aminoindoline to give title compd II. Data for biol. activity of I were 



MSTR 1 




Gl 



= 51 



^58-^9-§43 



G2 
G8 



= NH 

= 22-12 21-52 



G2 2 



G5^ 




21 



G22 



GIO 



= 77-12 81-57 80-60 79-59 78-58 
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AB The title compds . I [X = cycloalkyl, pyridinyl, pyrimidinyl, etc.; Z 
0, S, NR; Gl, G2, Rl, R4 = H, halo, alkyl, alkynyl, etc.; n = 0,1], 
protein tyrosine kinase inhibitors, were prepared E.g., 
4- (2-methoxyethoxy) but-2-ynoic acid [4- (3-bromophenylamino) -3- 
cyanoquinolin-6-yl] amide was prepared I are useful as antineoplastic 
agents . 
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G2 = NH 

GIO = 88-12 92-57 90-60 91-59 89-58 
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92|r88^ 
^'''^041 



99 / 112 / 115 



2-G17-G18 



l5^5^- 



G17 
G32 



■- alkylene <containin' 
■■ alkylarainocarbonyl 



[ 1 or more C> (opt. substd.) 
/ 246 / 248 / 251 



G41 = N 
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additional ring formation also claimed 
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AB The invention provides peptides I (a, b = 0, 1; Y = H, Cl-6 alkyl; B = H, 

acyl derivative, sulfonyl derivative; W = OH, N-substituted amino), or a 

pharmaceutically acceptable salt or ester thereof, for use in the 
treatment of hepatitis C virus infection. Preparation of peptides is included. 
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018 = 57 



G19 

G34 = C0NH2 
Derivative : 
Patent location: 
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REFERENCE COUNT: 



quinolinyl (opt. substd. by (1-2) G34) 

/ dialkylamino <each alkyl containing 1-6 C> 

or pharmaceutically acceptable salts or esters 

claim 1 

32,36,39 - D,L 

and racemates, diastereoisomers and optical isomers 
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The invention relates to an organic electroluminescent device comprising the 
8-hydroxyquinone lithium complex represented by I [Rl-6 = H, alkyl, 
cycloalkyl, etc.]. 



: C0NH2 / NMe2 
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AB The claimed quinolinol derivative and its metal complex have structure I and 
II, resp. [Arl-2 = (substituted) aromatic (heterocyclic) group; Rl-5 = H, 
halo, cyano, NH3, N02, C02H, OH, (substituted) alkyl, aralkyl, alkenyl, 
alkynyl, secondary or tertiary amino, amido, acyl, alkoxycarbonyl, alkoxy, 
alkylsulf onyl, aromatic hydrocarbon group, or aromatic heterocyclic group; Rl 
and R2, R2 and R3, or R4 and R5 may form ring; M = Be, Zn, Cd, Al, Ga, In, 
Sc, Y, Mg, Ca, Sr, Co, Cu, Ni, Sm, Eu, Si, Ge, Sn, Tb; n = 2-4] . The 
electroluminescent device containing the metal complex, preferably in an anode 
buffer layer formed between an anode and a hole-transporting layer, is 
also claimed. The electroluminescent device stably emits light in high 
luminescent efficiency with low driving voltage. 




G2 = C0NH2 (opt. substd.) / acylamino 

Patent location: claim 1 

Note: additional ring formation also claimed 

Note: also incorporates claim 2 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

.B The title compds . [I; A, Al, D, 01, E, El, G, Gl, L, LI = H, cyclopropyl, 
cyclopentyl, etc.; R1R2 = II-IV (wherein R5, R7 = H, Ph, cyclopentyl, 
etc.; R6 = H, Me; b = 1-3; R8, R9 = H; or R8 = H, and R9 = R5), etc.] and 
their salts, useful for the treatment of degenerative diseases such as 
dementia, were prepared Thus, general procedure for preparing bis-quinolines : 
was given. E.g., compound V showed Ki of 35 nM/L against 125-apamine 
binding to bovine cerebral membranes and 73% inhibition of the Rb efflux 
at 10 (xM. 
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AB A pickling composition comprises at least one compound selected from formic 

acid, 

metal formates, compds . derived by neutralizing formic acid, N-containing 
heterocyclic compds. (in particular optionally substituted pyridine, 
quinoline, and isoquinoline ) , and compds. derived by neutralizing N-containing 
heterocyclic compds. This pickling method substantially shortens time 
required for removing surface oxide coatings or contaminants without 
lowering color tone or increase in corrosion of base metals, does not 
require equipments for removing poisonous gas, and does not lower quality 
of base metals such as steel in the recycling step. Thus, 1 g formic acid 
was added to a solution of 50 g Fe2+ ions and 100 g HCl in 1 L H20 to give a 
pickling acid liquid The liquid was warmed to 80°, in which a hot 
rolling steel plate attached with mill scale was immersed. It took 16.2 s 
to remove mill scale and surface rust vs. 20.5 s without adding the 
pickling accelerator. 
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Bl 



19980703 
20000504 
19990922 
20000913 



AU 1998-55603 



EP 1997-952038 
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CN 1240008 
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JP 2000505844 
RU 2154704 
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DE 1996-19651099 19961209 

WO 1997-EP6802 19971205 

, especially useful in cellulose pulp manufacture, contain 



AB The title compns 

oxidants, 

mediators (hydroxylated heterocyclic amines bearing NO or SH groups or 
their derivs.), and optionally, oxidation catalysts. Adding 20 mL H20 

containing 

65.3 mg 8-hydroxy-5-nitrosoquinoline (acidified to pH 4.5) and 5 mL H20 
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containing 15 units of laccase (from Trametes versicolor) to 5 g (dry basis) 
delignified softwood pulp, kneading for 2 min, and holding in 0 at 
45°/l-10 bar for 1-4 h gave pulp with lignin degradation 11.6%. 



r r 



25 / 29 / 31 



Derivative : 
Patent location: 
Note: 



and tautomers, salts, ethers or esters 
claim 1 

additional ring formation also claimed 
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APPLICATION NO. DATE 
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N Rl r2 




The title compds. [I; Rl, R2 = Me, H; A, A' = H, CI, Me, OMe, etc.; D, D' 

= H, Me; E, E' = denote hydrogen; G, G' = H; LL ' = HN (CH2 ) 2CHEtNH] are 
prepared I are useful for the treatment of cerebral disorders (no data) . 
Thus, 4-chloro-2-methylquinoline was reacted with H2N (CH2 ) 2CHEtNH2 at 
160° for 16 h and then treated with aqueous NaOH to give I (Rl = R2 = 
Me, A = A' = D = D' = E = E' = G = G' = H, LL ' = HN (CH2 ) 2CHEtNH) . 




■■ C0NH2 

. 32-7 34-13 



G3 — Gb— G3 



G5 = cyclohexyle 

Patent location: 



REFERENCE COUNT: 



THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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JP 09244177 
PRIORITY APPLN. INFO, 



KIND DATE 
A 19970919 



APPLICATION NO. DATE 



JP 1996-47205 
JP 1996-47205 



960305 
960305 




The polyhalomethane compound I (Rl-7 = H, substituent ; >1 of R2-7 = 
YCAX1X2; Y = CO, SO, S02; Xl-2 = halo; A = H, electron withdrawing group) 
is claimed. The photosensitive material contains >1 of I. The 
material shows high sensitivity, and gives low fog images with good 
gradation and storage stability. 



02 = acylamino / S02NH2 / C0NH2 

Patent location: claim 1 

Note: additional ring formation also claimed 
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GI 



r9 r8 




r3 



The title compound, suited for use as a UV absorber and a recording 
material, is styryl quinoline derivs. represented by I [ RO = alkyl, aryl, 
and heterocyclic; Rl-4 = H, halo, alkyl, aryl, cyano, etc.; R5-6 = H, and 
alkyl; and R7-12 = H, halo, aryl, cyano, etc.]. The increase in the H+ 
concentration of the solution transforms the quinoline form to the quinolinium 

in which the UV absorption spectra are dissimilar to quinoline from. 




G4 = C0NH2 (opt. substd.) / acylamino 

Patent location: claim 2 

Note: additional ring formation also claimed 



L5 ANSWER 101 OF 131 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



MARPAT COPYRIGHT 2008 ACS on STN 
127:5099 MARPAT 

Preparation of pyridazine derivatives for the 
treatment of endotoxin shock and kidney diseases 
Ishida, Akihiko; Honma, Koichi; Tanifuji, Michihisa; 
Nishama, Nobusuke; Okumura, Fumikazu 



Page 185 



10/572,913 



PATENT ASSIGNEE (S) : 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Tanabe Seiyaku Co., Ltd., Japan 

Jpn. Kokai Tokkyo Koho, 28 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



JP 09071534 
PRIORITY APPLN. INFO. 



APPLICATION NO. DATE 



JP 1996-164798 19960625 
JP 1995-159261 19950626 




AB The title compds . I [Rl = alkyl, etc.; R2 = H, alkyl; X = CO, etc.; Alk = 

bond, alkylene; dotted line indicates optional double bond] are prepared 

When treated with the title compound II at 100 mg/kg orally, mice with 
endotoxin shock showed 90% survival. 




G3 = quinolinyl (opt. substd. by 1 or more G6 ) 

G6 = loweralkylamino / C0NH2 
Gil = bond 

Derivative: or pharmacologically acceptable salts 

Patent location: claim 1 
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AB N-heteroarom. compds . I (W, X, Y, Z = bond, CRl; Rl, R2 = H, halo, alkyl, 
alkenyl alkynyl, alkoxy, amino, acyl, CN, sulfhydryl, alkylthio, aryl, OH, 
carbamoyl, N02, CF3, carbocycle) , i.e. libraries of substituted 
N-heteroarom. compds., were prepared using polymer-supported reagents and 
featuring the reaction of 0-linked heteroarom. N-oxides with nucleophiles 
to produce the substituted N-heteroarom. compds. Thus, II was prepd from 
2-chloropyridine-N-oxide and N- (cyclohexen-l-yl) -morpholine using the acid 
chloride resin formed from the acyl chlorination of polyacrylic acid with 
S02C12. 
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claimed 
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/O.^^^CH2N ) CH2NHC0- 



Page 189 



10/572,913 



Title compds. I [A, B = CH2, 0; Rl = optional substituent ( s ) ; R2-R4 = H, 
(un) substituted alkyl; U = (un)branched alkylene; Q = N-containing divalent 
group; T = heterocyclylcarbonyl attached to N in Q] were prepared for use in 
treating central nervous system disorders. Thus, the benzodioxane II was 
prepared from 5-chloro-2-hydroxybenzaldehyde, (R)-glycidyl tosylate, and 
4-aminomethylpiperidine in 8 steps. II had a Ki for 5_HTla receptor 
binding of 41.5 nM and also bound to the a2D, D2, and al 
receptors . 



G5— G6— C 07 




G23 y G23 
G23 G23 



,G25 



35^ 



G25 

G23 = 130 / 136 / 198 

p ,G25 



130 



-G9 



G25 



G26 = alkyl <containing 1-5 C> 

Derivative: and pharmaceutically acceptable salts 

Patent location: claim 1 

Note: substitution is restricted 
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Rl 



AB The title fungicides comprise compds . that inhibit the respiration of 

cytochrome complex III and a quinoline derivative I (m = 1-6; R = H, cyano, 
nitro, hydroxy, mercapto, amino, carboxyl, aminocarbonyl , 
aminothiocarbonyl, sulfo, aminosulf onyl, halogen, alkyl, haydroxyalkyl, 
alkxoyalkyl, alkoxy, alkoxyalkoxy , alkylthio, alkylamino, dialkylamino, 
alkylsuphonyl, alkylsulf oxyl, alkylsulf onyloxy, alkylcarbonyl, 
alkylcarbonyloxy, alkylcarbonylamino, etc; Rl = H, cyano, nitro, hydroxy, 
mercapto, amino, carboxyl, aminocarbonyl, etc.). 
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3l /^K^^^ /^^b. 



Patent location: 



■■ C0NH2 / S02NH2 / alkylamino <containing 1-6 C> 
(opt. substd. by 1 or more halo) 
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q1= r6 — [ — r6 



N SMe II 
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AB The invention relates to heterocyclic compds . Rl-G-N (R2 ) -C0-R3 [I; G = Ph 
ring, quinoline or isoquinoline nucleus, or a 5- or 6-membered aromatic 
heterocycle containing 1-3 heteroatoms (N, 0, and/or S) ; Rl = H, alkyl, 
alkylthio, cyano, N02, halo, CF3, amino, etc.; R2 = H, alkyl; R3 = group 
Ql or Q2; X = Y = N, or one of X and Y = N and the other = C or CH; R4, R5 
= alkyl, alkoxy, OH, halo, N02, ( un ) substituted Ph, etc.; or R4R5 forms 
(un) substituted 5-membered carbo- or heterocyclic ring; R6, R7, R8 = H, 
alkyl]. Compds. I are 5-HT2C receptor antagonists, and some or all of 
them are also 5-HT2B antagonists. They are useful in the treatment of a 
variety of CNS and GI disorders. For example, 5, 6-dichloronicotinic acid 
underwent sulf urization in the 6-position by thiourea (87%) and 
S, 0-dimethylation with Mel (50%) to give Me 3-chloro-2- 
(methylthio ) pyridine-5-carboxylate . This was converted to the 
corresponding hydrazide (32%) and then the carbonyl azide (72%) . The 
latter was decomposed in refluxing PhMe, and the intermediate isocyanate 
treated with 3-aminopyridine, to give 85% title compound II. The three 
example compds. had pKi of 7.4-8.1 in a test for displacement of 
[3H] -mesulergine from rat or human 5-HT2C clones, expressed in 293 cells 
in vitro. 

MSTR 1 



Gl — G6 — C(0)-G8 

Gl = quinolinyl (opt. substd. by (1) G2) 



G2 



5 / 9 



g3 — G4 




G3 
G4 
G5 



NH 

alkyl <containing 1-6 C> (opt. substd. by aryl) 
NH2 / 11 




Derivative : 
Patent location: 
Note: 



or salts 
claim 1 

additional ring formation specified 
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PRIORITY APPLN. INFO.: GB 1994-14973 19940726 

AB A method for introducing an alkoxy, acyloxy, alkenyloxy, aryloxy, etc., 

group into a nitrogen-containing heterocyclic aromatic compound is achieved 



high 



yield by reacting a compound containing the f unctionalizing group [e.g., an 
(un) substituted ale, acid, etc.] with the heterocyclic aromatic compound in 
the presence of fluorine. Thus, pyridine was reacted with EtOH in the 
presence of fluorine gas, producing 2-ethoxypyridine in 50% yield. 




G8 = NH2 

G9 = alkylcarbonylamino / C0NH2 / 24 



Patent location: 



disclosure 
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Rl J\ .CH2XR 

nil 




Bactericidal (no data) carbapenems I [R = aryl, heteroaryl; Rl = CH20H, 
CHMeOH, CHMeF; R2 = H, Cl-4 alkyl; X = 0, S] and pharmaceutically 
acceptable salts or in vivo hydrolyzable esters thereof, were prepared 
Thus, (3S, 4R, 1 ' R, 1 ' ' R) -1- (allyioxycarbonyltriphenylphosphoranylidenemethyl 
) -3- (1-hydroxyethyl) -4- [1- (hydroxymethylcarbonyl ) ethyl] azetidin-2-one was 
treated with 5-hydroxy-l-tetralone, followed by ester hydrolysis to give 
the carbapenem II. 
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G12 = NH 
Derivative : 
Derivative : 
Patent location: 
Note: 
Note: 



and pharmaceutically acceptable 
or protected derivatives 



substitution is restricted 
also incorporates claim 16 
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CI, CM, GA, 

19941220 
19980528 
19950719 
19971210 
19960306 
19981216 

DK, ES, FR, 
19961105 
19961112 
19981014 
AT, BE, CH, DE, DK, ES, FR, 



GN, ML, MR, NE, SN, TD, TG 

AU 1994-69646 19940520 



GB 1995-3693 



EP 19 



918081 19940520 



AT 174592 
ES 2127397 
RU 2151144 
EP 1069114 
EP 1069114 
R: AT, 



19990115 
19990416 
20000620 
20010117 
20010131 
, DK, ES, FR, 



GR, IE, IT, LI, LU, MC, NL, PT, SE 

US 1994-247072 19940520 
JP 1995-500856 19940520 
EP 1998-109339 19940520 
GR, IT, LI, LU, NL, SE, MC, PT, IE 
AT 1994-918081 19940520 
ES 1994-918081 19940520 
RU 1995-121744 19940520 
EP 2000-119107 19940520 

GR, IT, LI, LU, NL, SE, MC, PT, IE 
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US 5594021 

US 5962490 
US 6030991 
AU 9860585 
AU 724575 
US 6331637 
AU 9935803 
AU 726595 
US 20010036958 
US 6541498 
PRIORITY APPLN. INFO 



Al 
B2 



19970114 
19991005 
20000229 
19980604 
20000928 
20011218 
19990916 
20001116 
20011101 
20030401 



US 1995-477223 
US 1996-721183 
US 1996-730633 
AU 1998-60585 

US 1999-274280 
AU 1999-35803 



19950606 
19960927 

19961206 
19980331 

19990322 
19990622 



US 2000-749716 20001227 



US 1993-65202 
US 1993-100125 

US 1993-100565 
US 1987-100865 
US 1990-416199 
US 1993-142159 
US 1993-142552 
US 1993-142631 
US 1994-222287 
EP 1994-918081 
EP 1998-109339 
US 1994-247072 
WO 1994-US5755 
US 1995-416199 
US 1995-417075 
US 1995-477223 
AU 1996-55367 
WO 1996-US4759 
US 1996-721183 
US 1996-730633 
US 1999-439802 
R2S02NHR1 [I; Rl = (un) substituted aryl; R2 = alkenyl 
phenyl (alkyl) , (un) substituted PhCH:CH, etc.] were prepared Thus, 
5-amino-3 , 4-dimethylisoxazole was amidated by 4-PhC6H4S02Cl to give 
N- (3, 4-dimethyl-5-isoxazolyl) -4-biphenylsulf onamide; . I had IC50 of 
<10 0|a.M against ligand binding at endothelin ETA and ETB receptors in 
vitro . 



19930520 
19930730 
19930730 
19870925 
19900515 
19931021 
19931021 
19931021 
19940405 
19940520 
19940520 
19940520 
19940520 
19950404 
19950404 
19950606 
19960404 
19960404 
19960927 
19961206 
19991112 
(un) substituted 



Gl S02-NH — G3 



r r 



04 = NHOH / C0NH2 (opt. substd.) 

Patent location: disclosure 

Note: substitution is restricted 
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additional ring formation allowed 
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123:49819 MARPAT 

Marine antifouling coating. 

Anthoni, Uffe; Christophersen, Carsten; Nielsen, Per 
Halfdan; Kjaer, Eva Bie; Musaeus, Gruska Folkmann; 
Schultz, Ann Christina 

J.C. Hempel's Skibsf arve-Fabrik A/S, Den. 

POT Int. Appl., 53 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 9511592 



WO 1994-DK405 



W: AM, 


AT, 


AU, 


BB, 


BG, 


BR, 


BY, 


CA, 


CN, 


CZ, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FI, 


GE, 


HU, 


JP, 


KG, 


KP, 


KR, 


KZ, 


LK, 


LR, 


LT, 


LV, 


MD, 


MG, 


MN, 


NO, 


NZ, 


PL, 


RO, 


RU, 


SI, 


SK, 


SK, 


TJ, 


TT, 


UA, 


US, 


UZ, 


VN 








RW: KE, 


MW, 


SD, 


SZ, 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 































AU 9480576 
EP 725563 



19950522 
19960814 



AU 1994-80576 
EP 1994-931519 



R: BE, DE, DK, ES, FR, GB, GR, IE, IT, NL, PT 



PRIORITY APPLN. INFO. 



DK 1993-1226 
WO 1994-DK405 



19941028 
19941028 



19931029 
19941028 




The title coating comprises a quinoline compound I [Rl , R2 , R4, R5, R6 , R7 = 
H, OH, (un) substituted alkyl, etc.;R3 = Rl, (un) substituted 
l-azabicyclo [2, 2, 2] octylalkyl] or an N-oxide or a salt thereof. I 
exhibited activity against Enteromorpha, Amphora, Nitocra, and Balanus. 
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Gl = C0NH2 / alkylaminosulf onyl <containing 1-12 C> 

(opt. substd.) 

G6 = alkylamino <containing 1-12 C> (opt. substd.) 

G9 = N 

Derivative: or salts 

Patent location: claim 1 



L5 
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122:303102 MARPAT 

Photothermographic materials. 

Kirk, Mark P.; Mott, Andrew W. 

Minnesota Mining and Manufacturing Co., 

Eur. Pat. Appl., 14 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



EP 631176 1 

EP 631176 I 

R: BE, DE, FR, 

US 5460938 1 

CA 2124755 1 

JP 07002781 1 

JP 2801856 I 

US 5594143 1 
PRIORITY APPLN. INFO.: 



1 19941228 
1 20001213 
GB, IT, NL 
19951024 

1 19941209 
19950106 

2 19980921 
19970114 



APPLICATION NO. DATE 

EP 1994-304069 19940607 



US 1994-247651 19940523 
CA 1994-2124755 19940531 
JP 1994-125023 19940607 



US 1995-464162 
GB 1993-11790 
US 1994-247651 



19950605 
19930608 
19940523 




AB A compound having a nucleus of the formula I are suitable for use as image 
stabilizers and anti-fog agents in photothermog . materials and exhibit 
acceptably low sensitization of human skin. 

MSTR 1 
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Gl = C0NH2 (opt. substd.) I 22 I S02NH2 



Patent location: 
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121:311780 MARPAT 

Silver halide color photographic light-sensitive 

material . 

Ueda, Fumitaka; Nishigaki, Junji 

Fuji Photo Film Co., Ltd., Japan 

Eur. Pat. Appl., 76 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



EP 600518 
EP 600518 
EP 600518 

R: BE 
JP 06175289 
US 5449594 
PRIORITY APPLN. II 



19940608 
19950329 
19980325 



DE, FR, GB, NL 



19940624 
19950912 



APPLICATION NO. DATE 

EP 1993-119556 19931203 



JP 1992-349998 19921203 
US 1993-159748 19931201 
JP 1992-349998 19921203 
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r1 l1— (l2 = l3)j^ r5 




r30 III 



AB A Ag halide color photog. light-sensitive material includes a support 
having provided thereon at least 1 blue-sensitive Ag halide emulsion 
layer, at least 1 green-sensitive Ag halide emulsion layer, at least 1 
red-sensitive halide emulsion layer, and at least 1 hydrophilic colloid 
layer. The hydrophilic colloid layer contains a compound represented by I, 
a Ag halide emulsion layer having an interlayer effect on the 
red-sensitive layer is also provided, and the layer with the interlayer 
effect contains a Ag halide emulsion spectrally sensitized with a 
sensitizing dye II or III. : In I R represents a hydrogen atom, alkyl . 
alkenyl, aryl, a heterocyclic ring, ureido, sulfonamide, sulfamoyl, 
sulfonyl, sulfinyl, alkylthio, arylthio, oxycarbonyl, acyl, carbamoyl, 
cyano, alkoxy, aryloxy, amino, or amide; Q represents -0- or -NR2- wherein 
R2 represents a hydrogen atom, alkyl, aryl, or a heterocyclic group; R3 , 
R4, and R5 each represent a hydrogen atom, alkyl, or aryl, and R4 and R5 
being able to be bonded to each other to form a 6 membered ring; R6 
represents a hydrogen atom, alkyl, aryl, or amino; LI, L2, and L3 each 
represent methine, and k is an integer of 0 or 1 . In II Rll, R12, R13, 
and R14 may be the same or different and each represent a hydrogen atom, a 
halogen atom, alkyl, aryl, alkoxy, aryloxy, aryloxycarbonyl, 
alkoxycarbonyl, amino, acyl, cyano, carbamoyl, sulfamoyl, carboxyl, or an 
acyloxy group, Rll and R12 or R13 and R14 not representing a hydrogen atom 
simultaneously; R15 and R16 may be the same or different and each 
represent an alkyl group; R17 represents an alkyl having not less than 
three carbon atoms, aryl, or aralkyl group; X represents a counter anion, 
and m is an integer of 0 or 1, and m = 0 when intramol. salt is to be 
formed. In III R21, R22, R23, R24, R25, R26, R27, R28, R29, and R30 each 
have the same meaning as that of Rll, R31 and R32 each have the same 
meaning as that of R15; Y represents a sulfur atom, a selenium atom, or an 
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oxygen atom; X has the same meaning as that of XI; and n has the same 
meaning as that of m. The material provides good coloration and has high 
speed and high graininess. 

MSTR 3 




Gl = C0NH2 (opt. substd.) / S02NH2 (opt. substd.) 

acylamino 
Patent location: claim 1 
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121:289519 MARPAT 

Silver halide photographic materi. 

Kato, Takashi; Ikeda, Tadashi 

Fuji Photo Film Co Ltd, Japan 

Jpn. Kokai Tokkyo Koho, 24 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



PATENT NO. 



KIND DATE 



JP 06102614 
US 5462851 
PRIORITY APPLN. INFO. 



19940415 
19951031 



APPLICATION NO. DATE 

JP 1992-254565 19920924 

US 1993-121740 19930916 

JP 1992-254565 19920924 
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V5 N+ 

V6 Rl 



-l1^^/^l3 = C (L4=L5)niNR2 (mI)^, 



Vl2 r4 



-l6^^/J— l8 = C (L9=LlO)n2NR5 (u^)^ 



The title photog. material contains >1 compound selected from I and 

II [Zl,2 = 5- or 6-membered N-containing heterocyclic ring; Rl-5 = alkyl; R3,6 

= alkyl, aryl, heterocyclyl ; Vl-12 = H, substituent ; Ll-10 = methine; Ml, 2 

= counter ion; ml, 2 > 0; nl,2 = 0, 1]. This material shows sharp 

absorption in the IR region. 




G14 = NH2 / morpholino 
G15 = C(0) / S02 
Patent location: 
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Quinoline-derivative leukotriene antagonists 
Daines, Robert A.; Pendrak, Israil 
SmithKline Beecham Corp., USA 
PCT Int. Appl., 17 pp. 
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CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



KIND DATE 
Al 19940707 



APPLICATION NO. DATE 
WO 1993-US12434 19931221 



WO 9414797 

W: JP, US 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 
PRIORITY APPLN. INFO.: US 1992-996220 19921223 

GI 




r3 , 



The title compds. [I; A = CH2, CHOH, CO, (un) substituted NH, 0, etc.; R = 
(un) substituted Cl-20 aliphatic; Rl = 5-tetrazolyl, C02H, (un) substituted 
aminoalkyl, etc.; R2 = H, halogen, CF3, CN, lower alkyl, lower alkyloxy, 
etc.; R3 = H, halogen, lower alkyl, Cl-6 acyl; Z = (un) substituted NH, 
S(0)q, CO; q = 0-2], useful as leukotriene antagonists (no data), especially 

LTB4 (no data), are prepared and I-containing formulation presented. Thus, 
7-[l-thia-2-[2- (E-2-carboxyethenyl) -3- [ 8- ( 4-methoxyphenyl ) octyloxy] -5- 
pyridyl] ethyl] quinoline Li salt was prepared from 7-hydroxyquinoline in 5 
steps . 



G18 = quinolinyl (opt. substd. by (1-2) G19) 
G19 =66 / C0NH2 (opt. substd.) 



G21 
G22 



^ cycloalkyl <containing 4-10 C> 
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Patent location: 
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121:205125 MARPAT 

Preparation of [[( carboxyheterocyclyl ) carbamoyl ] pyrrol 

idinylthio] carbapenems as antibiotics 

Jung, Frederic Henri; Arnould, Jean Claude 

Zeneca Ltd., UK; Zeneca Pharma S.A. 

Eur. Pat. Appl., 27 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



EP 581500 
EP 581500 

R: AT, ] 

CA 2099818 
AT 170859 
ES 2121585 
JP 06179674 
US 5441949 
PRIORITY APPLN. II 

GI 



Al 19940202 

Bl 19980909 
CH, DE, DK, ES, FR, GB, GR, 

Al 19940122 

T 19980915 

T3 19981201 

A 19940628 

A 19950815 



IE, IT, LI, 



CA 1993-2099818 
AT 1993-305607 
ES 1993-305607 
JP 1993-177903 
US 1994-307048 
EP 1992-402105 
US 1993-86836 



19930716 

LU, MC, NL, PT, 

19930705 
19930716 
19930716 
19930719 
19940916 
19920721 
19930707 




.CONR3zC02H 



AB Title compds. [I; Rl = MeCH(OH), MeCHF, CH20H; R2,R3 = H, alkyl; Z = 

(iso) quinolinediyl, quinazolinediyl, quinoxalinediyl , etc.] were prepared 
Thus, disodium ( IR, 5S, 6S, 8R, 2 ' S, 4 ' S) -2- [2- ( 8-carboxyquinol-6- 
yl carbamoyl ) pyrrol idin- 4-ylthio ] -6- ( 1-hydroxyethyl ) - 1 -methyl car bapenem-3- 
carboxylate, prepared in 5 steps from 6-amino-8-carboxyquinoline (preparati 
given), had MIC of 0.13 and 0.03(xg/mL against Staphylococcus aureus 
Oxford and Escherichia coli DCO, resp. 
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G2 

/ 

C02H 



G3 



: NH 



G5 = quinolinyl (substd. by (1-4) GIO) 

GIO = C0NH2 

Derivative: or pharmaceutically acceptable salts or in-vivo 

hydrolysable esters; or protected derivatives 
claim 1 

also incorporates claim 8 



Patent location 
Note: 
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121:167055 MARPAT 

Photothermographic imaging materials and antifoggants 
therefor . 

Oliff, David B.; Kirk, Mark P. 

Minnesota Mining and Manufacturing Co., USA 

Eur. Pat. Appl., 21 pp. 

CODEN: EPXXDW 

Patent 

English 



PATENT NO. 



KIND DATE 



EP 600587 

EP 600587 

R: DE, FR, I 

US 5939248 

JP 06202268 
PRIORITY APPLN. INFO. 
GI 



19940608 
19960214 



19990817 
19940722 



APPLICATION NO. DATE 

EP 1993-307740 19930929 



US 1993-126331 19930924 
JP 1993-252998 19931008 
GB 1992-21383 19921012 



A photothermog . material having a photosensitive medium comprising: 
photosensitive Ag halide, a reducible Ag source, a reducing agent for Ag 
ion, a hydrobromic acid salt of a N-containing heterocyclic ring or fused 
nucleus associated with a pair of bromine atoms characterized in that the 
photosensitive medium addnl. comprises as antifoggant, substantially in 
the absence of an antifoggant amount of Hg and other heavy metal salts, a 
tribromomethyl ketone compound of a general formula I (R = alkyl, aryl, a 
carbocyclic ring or fused ring nucleus, heterocyclic ring or fused ring 
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nucleus) . 
MSTR 2 



Gl H Br Br Br 



Gl = 24 




G5 = acylamino / S02NH2 / C0NH2 

Patent location: claim 7 

Note: substitution is restricted 
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121:108803 MARPAT 

Preparation of tetrazoles as i 

photographic couplers 

Ookawa, Atsuhiro 

Fuji Photo Film Co Ltd, Japan 

Jpn. Kokai Tokkyo Koho, 27 pp, 

CODEN: JKXXAF 

Patent 

Japanese 



ntermediates for 



PATENT NO. 



KIND DATE 



JP 05331145 

JP 2881356 

US 5362877 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
Gl 



19931214 
19990412 
19941108 



APPLICATION NO. 



JP 1992-132707 



-64990 
-132707 



CASREACT 121:108803 



19930524 
19920525 
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AB The title compds. I [Rl = alkyl, aryl, heterocyclic ring; R2 = alkyl, 

aryl; R3, R4 = H, alkyl, etc. ; X2 = non-metallic atoms for forming 5- or 
6-membered N-containing heterocyclic ring] were prepared by condensation of the 
appropriate amines with aldehydes (or ketones) and mercaptoheterocycles in 
the presence of a Lewis acid and/or a metal salt. Reaction of amine II (T 
= H) with paraformaldehyde and mercaptotetrazole III in the presence of 
BF3.0Et2 gave, after workup, 61% II (T = Ql), vs. 0% yield in the absence 
of Lewis acid or of metal salt. 



MSTR 3 



HS Gl 



Gl = 113 




G2 = C0NH2 (opt. substd.) / S02NH2 (opt. substd.) / 

acylamino 
Patent location: claim 1 
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analogs as antibacterial agent: 

Takamura, Norio; Saito, Kunio; 

Yamaguchi, Totaro 

Tanabe Seiyaku Co, Japan 

Jpn. Kokai Tokkyo Koho, 47 pp. 

CODEN: JKXXAF 

Patent 

Japanese 



Matsushita, Tadahiro; 



PATENT NO. 



KIND DATE 



JP 05202062 
PRIORITY APPLN. INFO. 



APPLICATION NO. DATE 



JP 1992-53045 19920127 
JP 1992-53045 19920127 




AB The title compds. I [Rl = (protected) amino; R2 = (protected) OH, alkoxy; 

R3 = (protected) carboxyl; R4 = H, alkyl, CH2R41, etc.; R41 = nucleophilic 
moiety; R5 = (protected) carboxyl, C02-; R6 = H, alkyl; the dotted line 
represents either a double bond or a single bond] were prepared Reaction of 
7p- [ (Z) -2- (2-aminothiazol-4-yl) -2- [ ( 8-hydroxy-2-oxo-lH-quinoline-5- 
yl ) (carboxyl ) methyloxyimino] acetamido] cephalosporanic acid di-Na salt with 
pyridine in the presence of Nal gave cephem (Z)-II isolated as a and 
P isomers. The title compds. in vitro exhibited MIC values of 
0.1-0.78 ^g/mL (against Staphylococcus aureus 209P JC-1) and MIC values 
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of 0.78-1.56 (xg/mL against Pseudomonas aeruginosa Number 12. 
MSTR 1 



u 




G16 = C0NH2 / NHCHO 
Derivative : 
Patent location: 



or pharmacologically acceptable salts 
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Metal complexes of hydroxyaryl-containing amin 

carboxylic acid chelating agents 

Smith, Suzanne Virginia; Lambrecht, Richard Me 

Schmidt, Peter Frederick; Lee, Fook Thean 

Australian Nuclear Science and Technology 

Organisation, Australia 

Eur. Pat. Appl., 2 4 pp. 
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CODEN: EPXXDW 

Patent 

English 



PATENT NO. 




KIND 


DATE 


APPLICATION NO. 


DATE 


EP 


590766 




A2 


19940406 


EP 1993-305992 


19930729 


EP 


590766 




A3 


19940824 






EP 


590766 




Bl 


20000202 








R: AT, 


BE, 


CH, DE, 


. DK, ES, FR, 


GB, GR, IE, IT, LI, 


. LU, NL, 


EP 


955066 




A2 


19991110 


EP 1999-112338 


19930729 


EP 


955066 




A3 


20020828 








R: AT, 


BE, 


CH, DE, 


, DK, ES, FR, 


GB, GR, IT, LI, LU, 


. NL, SE, 


AT 


189396 




T 


20000215 


AT 1993-305992 


19930729 


PT 


590766 




T 


20000731 


PT 1993-305992 


19930729 


ES 


2146217 




T3 


20000801 


ES 1993-305992 


19930729 


AU 


9344374 




A 


19940203 


AU 1993-44374 


19930730 


AU 


671465 




B2 


19960829 






JP 


07285886 


i 


A 


19951031 


JP 1993-208689 


19930731 


GR 


3033352 




T3 


20000929 


GR 2000-401036 


20000502 


PRIORITY APPLN. 


INFO, 






AU 1992-3883 


19920731 












EP 1993-305992 


19930729 



Complexes of a radioactive metal (especially 99mTc, ISSRe, 186Re) with EDTA 
analogs XNHC (0) CH2N (CH2C02H) [ (CH2 ) kN (CH2C02H) ] . scriptl .CH2C (0) NHY [I; X, Y 
= aryl or heteroaryl, especially (substituted) Ph, naphthyl, pyridyl, 
quinolinyl; k = 2-5; .scriptl. = 1-5] are prepared for use as imaging 
agents, e.g. to assess hepatobiliary function, or in radiolabeling of 
monoclonal antibodies, proteins, peptides, oligonucleotides, etc. for in 
vivo imaging or therapy. Thus, 2-amino-4-nitrophenol reacted with EDTA 
anhydride to produce I (X = Y = 2-hydroxy-5-nitrophenyl ; k = 2 ; .scriptl. 
= 1) (II). The 99mTc complex of II, injected into rats, localized 
predominantly in the kidneys and somewhat less in the liver. 



-C(0)-CH2-N- 
1 

H2C- 



-Gl — CH2-C (O)-NH — G3 
-C02H 



= quinolinyl (opt. substd. by 1 or more G7) 
= C0NH2 

or pharmaceutically acceptable salts or complexes 
with GIO 
claim 1 



Derivative : 
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AB The title color developer composition contains as additive >1 I [Rl-4 = 

H, alkyl, aryl, aralkyl, halo, OH, NH2, alkoxy, COOH, S03H, P0(0H)2, N02, 
CN, heterocyclyl, carbamoyl, sulfamoyl, acyl, acylamino, alkylsulf onyl 
amino, arylsulfonyl amino, alkoxycarbonyl, ureido; R1,R2 may join to form 
a ring; m,n = 0-3]. Precipitation of the components of the above composition 

does not 

occur during processing, the volume of the processing waste solution is 
reduced, and the developer solution is stable. 

MSTR 1 




Gl = 9-4 10-2 

G2 



G2^ 




G2 = S02NH2 (opt. substd.) 

G6 = C0NH2 (opt. substd.) / acylamino 
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AB The title compds. I [L = 0, S, SO, S02; Rl = (un) substituted Ph, 

(un ) substituted heterocyclyl, etc.; R2 = H, lower alkoxycarbonyl, Ph, PhS; 
R3 = H, halogen, (un) substituted alkyl, Ph, lower alkoxy, lower 
alkoxycarbonyl, CN, etc.; R4 = H or 1-3 substituents selected from 
halogen, CN, N02, NH2, etc.; m, n = 0, 1; when m = 0 then Rl can only be 
heterocyclyl and CHR2 can only be bonded to a ring N of Rl; when m = 0 , n 
= 1 and L is 0, S, or SO, then R2-R4 = H; when m = 0 , n = 1, L is S, R2, 
R4 = H and R3 = halogen; when m = 0, n = 1, and L is SO or S02 then R2 is 
lower alkoxycarbonyl and R3 = R4 = H while Rl ^ substituted Ph] , 
useful for the treatment of degenerative diseases (no data) , are prepared 
Thus, 2-hydroxymethyl-4-chlorosaccharin was reacted with thionyl chloride, 
producing 2-chloromethyl-4-chlorosaccharin (II) . II demonstrated 
inhibition constant for human leukocyte elastase (rate of reactivation of 
enzyme to rate of inactivation of enzyme) of 0.5 nM and 26 nM for 
a-chymotrypsin . 



MSTR lA 




0 



G21 



G2 
G3 



bond 

163 




G12 



alkylamino <containing 1-10 C> / C0NH2 / 
dialkylaminosulf onyl <each alkyl containing 1-10 C> 
>cation: claim 1 
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AB In the title method involving the color development, desilvering, and 

washing or stabilization of a silver halide photog. material, the color 
developing solution contains one or more compds . represented by I. For I, 
R1-R4 = H, alkyl, aryl, hydroxy, etc., Rl and R2 may together from a ring; 
m, n = 0 to 3 . The amount of replenishing solution for washing or stabilizing 
the photog. material is 3 to 50 times that of the amount of liquid brought 
from the preceding bath. The title method is economical and gives stable 
images . 




G3 = C0NH2 (opt. substd.) / acylamino 

G4 = S02NH2 (opt. substd.) 

Patent location: claim 1 

Note: substitution is restricted 

Note: additional ring formation possible 
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AB The title method involves the treatment of the title material with a color 

developing solution containing a hydroxylamine derivative and a quinoline 
derivative 

represented by I. For I, R1-R4 = H, alkyl, aryl, etc.; or Rl and R2 may 
together form a ring; m, n = 0 to 3 . The title method is economical. 

MSTR 1 




Gl 



G3 = C0NH2 (opt. substd.) / acylamino 

G4 = S02NH2 (opt. substd.) 

Patent location: claim 1 

Note: substitution is restricted 

Note: additional ring formation possible 
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A Ag halide photog. material for high-contrast dot image formation is 
disclosed. The material comprises a support and provided thereon a Ag 
halide emulsion layer and layers adjacent to the emulsion layer. The 
emulsion is subjected to desalinization comprising using denatured gelatin 
in the process of preparation thereof. At least one of the layers contains a 
hydrazine derivative and a compound selected from the group consisting of those 
represented by formulas A(CH2)nSC( :N+HR1)NHR1 X- (A = OH, S03-, or N(R2)2; 
Rl = H, (substituted) alkyl having 1-5 C atoms, or (substituted) Ph; R2 = 
(substituted) alkyl having 1-5 C atoms; X- = an anion), 

(R3)2N(CH2)nSC(S)N(R4)2 (R3 = H, (substituted) alkyl having 1-5 C atoms, 
or (substituted) aryl; R4 = (substituted) alkyl having 1-5 C atoms or 
(substituted) Ph; n = an integer of 2-5), or I (Q = a group of atoms 
necessary to form a 5- or 6-membered heterocyclic ring which may be 
condensed with a benzene or heterocyclic ring; M = H, an alkali metal 
atom, an ammonium group, or an amine residue) . 



G7 07 



G7 = 35 / C0NH2 / 37 
02S G14 HN G15 



G14 = morpholino 
G15 = Ph 
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(Rl)n 




X 

Q= N X 



The title compds. I [Rl = halogen, CF3, Cl-4 alkoxy, HO, N02, 

(un) substituted Cl-4 alkyl, Cl-4 alkylthio, (un) substituted C02H, etc. 
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= Ph, naphthyl, heteroaryl, etc.; R3 = CN, C02H, carboxylate ester, 
(un) substituted carboxamoyl , etc.; R4 = (un) substituted amino, NHC0R12, 
N(COR12)2, N:CHOCH2R12; R12 = H (un) substituted Cl-4 alkyl, cyclic imido, 
Q; X = C2-4 alkylene, NHS02R14; R14 = Cl-4 alkyl, (un) substituted Ph; n = 

0- 2; Rl is located on ring positions 5-10], which demonstrate an 
antiproliferative effect on cell division and are useful in the treatment 
of diseases where excess cell proliferation or enzyme release is an aspect 
of the pathol. (no data), are prepared by the cyclization of Rl-substituted 

1- naphthols with NC (R3 ) C : CHR2 . Thus, 1-naphthol was reacted with 

3- (trif luoromethyl) benzylidenemalononitrile, producing I [Rl = H, R2 = 
3-F3CC6H4, R3 = CN, R4 = NH2, n = 1] . 



MSTR 1 




Gl 



G2 
G4 
G6 



NH2 

quinolinyl (opt. substd. by 1 or more G6) 
48 / alkylamino <containing 1-4 C> 
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AB Cephalosporin compels. [I; Rl = NH2, etc.; R2 = OH, etc.; R2 = C02H, etc.; 
R4 = H, alkyl, alkenyl, CH2R (wherein R = nucleophilic radical such as 
AcO, pyridine, quinolino, thiazolylthio, etc.); R5 = C02H, etc.; R6 = H, 
etc.; dotted line = saturation or unsatn.], useful as broad-spectrum 
antibacterial agents, are prepared A solution of DMF and P0C13 in CH2C12 was 
stirred at room temperature under Ar, cooled to -55° to -50°, 
treated with 13 g acid II (preparation given) in CH2C12 at -60° to 
-50°, and the solution was then treated with a suspension of 
MeC(0SiMe3) :NSiMe3 and 5.43 g (syn)-I [Rl = Ph3CNH, R2 = 8-Ph2CHO, R3 = 
Ph2CH02C, R4 = AcOCH2, R5 = C02H, R6 = H, unsatd.]. The preferred dose 
was 5-40 mg/kg-day. 
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G15 G15 

G15 I.. I 



015 = C0NH2 / NHCHO 
Derivative : 
Patent location: 



and pharmacologically acceptable salts 
claim 1 
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(FILE 'HOME' ENTERED AT 14:58:43 ON 27 AUG 2008) 
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L2 12 S LI SAM 

L3 208 S LI FULL 

FILE 'OA' ENTERED AT 14:59:23 ON 27 AUG 2008 

L4 2 S L3 

FILE 'MARPAT' ENTERED AT 14:59:47 ON 27 AUG 2008 
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Logging off of STN 

Executing the logoff script... 
=> LOG Y 

STN INTERNATIONAL LOGOFF AT 15:11:02 ON 27 AUG 2008 
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